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(57) Abstract 

Poly(ADP-ribose)polymcrasc inhibitors containing as the active ingredient 2H-phthalazia-l-ooe derivatives repre sen ted by general 
formula (I) (wherein each symbol is as defined in the description) or salts thereof The compounds of the general formula (p inhibit 
poly(ADP-ribose)po)ymerase and are useful as preventives and/or remedies for various ischemic diseases (brain, heart, digestive tract, 
skeletal muscle, retina, etc), inflammatory diseases (inflammatory intestinal diseases, multiple encephalosclerosia, arthritis, etc), nerve 
degeneration diseases (extrapyramidal disorder, Alzheimer's disease, muscular dystrophy, etc.), diabetes, shock, head trauma, renal 
insufficiency, hyperalgesia, etc These compounds are also useful as sensitizers for agents against retroviruses (HIV, etc) and 
chemotherapy for cancer. 
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*6K:»&<fi. HRSt (I) 
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0) 



a # U (AD P - U #-*) * U * 5— ttMF3k * £tf«13-#S£ (l a) 
15 tf*ftS©ttSaiSfcPrr*. 

*u <adp-u#-;o #u*?~k <ot. PARPtnsr. ) «d 

20 7r->^^WH (EAT. NAD*tBS-r. ) ©ADP-U#-J*£k 
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DNA-#U.*7— fcf. DNA-h#-rV*7— lf^©^>/^f| 

DNA*»^JU**3/^-f h7-f h (ONOO-) *»»&&3SI^IC 
•fcOS^SSttSfc. PARP0S«Sttlk (ziy^OAofcDNAtfPA 
5 RP<DZn7^>^-H^OJCi|i^T5il 0 OfgtCfcgftftSnS. ) 
tfgClD. «TOlJfUC&^©NAD*©fii*§a«£i;, ATPWLTI* 

(PAR P S&iEIfc : Free Radic. BioL Med., 21, 855 (1996) ; TIPS., 12^287 

(1998) mtii* ±?t. p a r p a^sittaaiajEWi®^ t lt*i7ijt&-& <t 

10 

• PARPaW>*-n-r*>-l j3«****^DyT— tf7T5. 
U-O— lf-3 0g|ftfcoTfB£#fl¥£ftS (Cell., 81. 
801 (1995)#HB) ZLtfrZTi&h-i'Mzm&LX^ZthWtotlT^Z. 
S 6 C P A R P t LTHKWCfcl & nTV» 5 3 - 7 5 7 >X7 5 
15 r*"*=3^>75 K^tt. -f >• If hD (in vitro) *<fc£M > • K# (invivo) 
T©^W-?>PARP>y^77h^7XSfflV^II^«k»3. SI. iHHb 

BKfl&eoftCtt*** ^yf , tt^KXPHI (TIPS., 12, 287 

(1998) ; Eur. J. Pharmacol., 250, 1 (1998) #88) . (Pain., 22, 355 (1997) 

20 &M) fcVi-a&a^OlM^JUCiVJT, «M»tWWBfcStWC*M© , 
Bk»ffffl«#T*^i:3WBftanTV»*. *&. PARPR«HJHIV* 
•&trtft h □ 70X81 (Biochem. Biophys. Res. Commun., ISO, 504 (1991) # 
R9) JMBII (Radiat Res, 126, 367 (1991) ; Br. J. Cancer., 22, 849 

(1995)#RB) tbTt>*fflT**tt3WMr*nTH*. 

25 SLbQZtfrb* PARPB«Stt*«T*fl!*#»tt. «*®£lfiltti£Il 
(SI. &M. *fl5». #»». »«> » *«tt«* £B 
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ttH»nfr-rn*ai (Hivf) ^ftffi*fe©iiSi?!l<hUTfeWfflT*sc: 

5 teaman*. 

PARPH^BtLTtt. #BI¥2- 1 2 4 8 7 499mCtt. 

— (A) 



io o*? 1 ;^ c (o) x 2 \ cn, cox 2A (jS*, x iA teim7)i*)W 7 

•n?*?), R 2A «#*, im.7)V*r)V. 7xZLJP£fc«^>$^T* 9. Z A 
« (i) -CHR 2A CHR 3A - <3£«t», R 3A ttzK3&. 7)V*r)l. 7i=^S 
fc«^>S?Jl>T!<&5) , (ii) -CR 5A =CR 3A -$fett (iii) -CR 3A = 
15 N-T?*D (Z A # (iii) Ta*«£KttZ A ©NttSNKijS£LTV>.5) , 

WR7)WV> 7x-;k H**fcttNR 7A R 8A <i£4>, 

R 7A *<k^R" A ttSlS5:tT*3!iSfett€i»7;U+;i/Ta6*. ) ) T 

^$n5fl:^«l*tPARPia§Stt&tLT^5C:«i:^ffia$nTVi5 (g 

20 <D$simmgtiL®ftz&nLiz. ) . 

SUl 3 7 8 3 0 3#9§ai#K«U 5t (B) 




(5£*. R A ttOR 1A , fflftTJWW, NR 1A R 2A , Any>, HJ?^* 
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NH 2 



ftmms 1 6 7 9 7 4^«fflSlCtt, HKjS (C) 



o 




(Q 



5 R ac *ck^R 3C tt-€-n-?tl$IUil/T. Cl~57J^;k Cl~5 

10 5 4-0 3 2 48 9 *Hflft£tt. HRSC (D) 
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t 

E P 5 3 4.4 4 3 #«JHSH#fCtt. —fB&. ( E ) 



^TttCl~47 < M i ;k C l~47;P3*S/£<fctf/£fctt/\ny>TH 

f^Tttc i-47;^;uT«»$nT^Tt) < kVi. ) T*sn«ft^*«, 

WO 9 9 1 1 6 2 4#^iffl*{Ctt, — jft^ (F) 




Y^Y^NR^ (F) 
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y f «is^l&i» 2^tt3SB<D^«ss*feeig3}iaiT. -en-en 

OSBtt5^6MST*5 ; Z p tt (i) -CHR 2P CHR 3F - (R 2F £R 3F 

ttSfiiLT**, 7;Mp;k 7U-;k 79;v*;w ; (a) -r 8P c=cr 

5 3P - (R 3P <hR 8F ttffiiLT7lc3iS, <£ft7;Mp;k 7'J-;k 77^. 
AO, -hP, -COOR 7F , -NR 7F R 8F (/t«LR 8F «3fiiUT**S 

*«fi)ct:5._<l><r©aiiLtfci!ltt5~6MS8T*5. ) ) ; (iii) -RVC 
=N- ; -CR 2P (OH) -NR 7P -, (v) -C (O) -NR 7P - 
10 (vi) -NR 9P -C (O) -CHR 10P - (R 9F tR t0p tt$BitLT* 

ss, te»7;u*;i^) ££fcu 5feiBL^7;^;k 7U-;kfc«fctf77;k 
*;k 7;kn*->, 7;u^-ji/^->, 7Jkfru;ki-*-x 7 m 

7'J-;k7Jkn=^>, >7A 75/, -f5A X^tHUJk ^7;i/ 

15 *;k #;ktf*->, 'NxnSS, fi87;^ik &®7;nr^;k -> 

^o7;p*;k 7U-;k 7U-;kr;M i ;k /\n7U-;k 75 /, 

P AR P IfigSttfcWLT^* C tiMHS&tlT^S, 

20 (1) :4- (2-7tfW^7irW -2H-7^7y>- 

l-*> (CAS Registry No. 71271-37-9) . 

#3£9i#Stt> #'J (ADP-W-7) #U/7— tfa#Stt&#r5 
25 A;^SMtfi-r'««iS8f3flE*ff7io«:«g*, (I) T^£n*2H 
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-HKj£ (I) T?^n« 2 H-7^7x>-l-3i- #U (A 
tlTfr>&K St, HRSC (I a) -&ik2tl&2H-y*yi/>- 1 -3*"> 

5 

(1) HKS(I) 




0) 



(u) s: — a 1 a 2 — A 3 

(i) -NR 3 C (O) 
15 (ii) -NR 4 C (S) -S, 

(iii) -NR?S0 2 -g, 

(iv) -CH 2 -NR 9 -S, 

(v) -CH 2 -0-S, 

(vi) -OC (O) -S, 

20 (vii) -CH,-NR 7 C (O) -g. 
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(viii) -NR'C (O) NR 9 -g, 
(a) -NR 10 C (O) 0-3, 
(x) -NR U C (S) NR 12 -S, 
Gri) -NR 13 -S, 

r 

R 3 , R 4 » R s , R\ R 7 . R 8 » R 9 , R 10 , R 11 . R 12 , R 13 , R 14 

fc£tfR l5 «we*ia6&LT, **nc?\ ci~47;u*^s, 71-Jk 
10 & Sfctt? x - ;vgTfi&3ft£ c 1 ~ 4 7;u+;PS^gb l , 

(i) Cl~8 7)M i U>£. 

(ii) C2~8 7;P^-U>S, 
(iiD Cyc'i. 

15 (iv) - {C\~47)V*V» -O- (Cl~47)M 1 l'» -s, 

(v) - (C l~47)l/*l/'» -S- (C l~47)l<*^» 

(vi) - (Cl~47^+l^>) -NR 16 - (C1-47;^U» -S, 

(vii) - (Cyc 1 ) - (C 1~8 7;MrU» -3. 

(viii) - (Cl~87)MrU>) - (Cyc 1 ) -S, 

20 (ix) - (Cl~47;l^U» - (Cyc 1 ) - (C1~47;M^» - 

R "ttTfcSRUFF. C 1 - 8 7)V*)V&, C 1 ~ 8 7;H3*;'#)U#-jp3> 
7i-;ps. *fctt7x-;wSTK»stifcci~8 7;p*;ws ; 6Stei/, 

Cyc'Stt 
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(i) C3~10O^I8S^Sz3lS^m Sfctt 

(ii) l~4fl®SX«(?. l~2m<DBt%m?iS&Xf/2i1tttl®<DmMR 

^^tf 3 ~ i o %<Dmmzit\t=g&;^Tnaz&t> u 

5 (i) tK^IS^, 

(ii) -NR 17 R 18 g, 

(iii) Cyc l S, 

(iv) -0R>»3. -. - t 

(v) -co:;qr 20 s, 

10 (vi) -CONR 2, R 22 g, 

(vii) CsNS. 

(viii) Aoy>lirf, 

N 

^ N 

.R 27 

N 

N N 

R 28 R 29 

15 ££feU 

r 17 , R 2i ^«fe^R 22 tt-en-6tia&iL/T. 

(ii) ci~*8 7;M^S, 

(iii) 0 2-8 7;^-;^ 
20 Gv) C 2 ~ 8 7;i/+-;i/g, 

(v) Cyc 3 S. 

(vi) C l~8 7W=f->S. 
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(vii) C2~8 7;i/y-;u^^s, 

(viii) C2~8 7;U+-JP^->g, 

(ix) Cyc'S, C l~8 7JI/3*>/g, Cl~8 7Jl'*;U5 1 **. C=N 

g> *BSSi^tt i ~ 3iffl©/\ny>js^Tii»$nfec i - 8 7;p*;ws 

5 ft*bU 

R l8 tt 

(n) ci~a7;^;ws. 

(iii) C2~i8 7;py-Jl/S. 

io Gv) c 2 ~ 8 7;p*-;ps, 

(v) c i~87;m*->*;p^n;i,s, 

(vi) C2~»8 7->;l'g, 

(vii) C3~8'>*07)Mr;i^ 

(viii) Cy c 3 Si:fcttl~3©<D/\ny>IlC^-Cfi&£tt£C 1-8 7^ 

is 3+'>*;p#-;i,s, 

(ix) C l~8 7;P:3*->gTB&SnfcC l-vST^+^fctatbu 

R 19 ^«ttXR 20 tt^tliE r njtlALT. TK^JS^fcttC i~8 7;i<+;ps 
£3Efc>U 

R 23 , R 2 \ R 25 , R 28 . R 27 , R 28 £«fctfR 29 f^n^n&3fcLT, 
20 Cl~4 7Jl'*;i/S. C 1~87;^+->*;UjJ?-;PS, 7ir 

Cyc 2 Slt l~4ffl©g*® ; P, l~2«©»MMWJJ;ff/*fcttl 

Cy c'Stt, 
25 (i) C3-10©miS*fc(iz^!^*l!l, 

(ii) l~4fl®£*IC?. l~2fi0^K^3±tf/*fcttl«0S«l« 
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^fr^tr 3 - 1 0 fic^^fcftna^-r o££gfc U 

IftffiC yc'S-Cyc *g£«fctf C y c 'Stt-WPnS&aUT, &T<& (i) 
~ (vii) ^5S«nSl~3(HOSK:«koTKIft$tlT^T ! t>«k^ : 

(1) Cl~8 7JP*;i/S» 

5 (ii) C2~8 7;i/$r-;Ug, 

(iii) C2~8 7;^-;us, 
Gv) c i-8 7;m+->s, 

(v) C l~8 7JU3+->*;^-^S. x 

(vi) ^is. Sfctt 

10 (vii) ci~8 7;un^>'ST?aiftsn^ci~8 7;i/*;i/S; 

R'fc**®^ /\ny>K*, -hog, -NR 30 R 31 g, C 

i~8 7;i/*;ussfcttci~8 7;P3^^s» ztt\t 

1 - 3®©Any>|g^Ttt»$n&C 1 ~ 8 7^*;i/SSfettC 1 ~ 8 7 

15 R 30 £<fctfR 3 4awenafcfcbT, ci~4 7;w+;ps. c 

7;u+;i'S*sfe"r. 

20 LT*rr*#U (ADP-U*-*) #'J*5— 

(2) -flSSUa) 
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o 




da) 



(i) 7KSgSife«75ySt:«J;oTBift$tlfcCl~4 7;^;^ 
5 ... (ii) S-A^-A^-A 38 

0) -NR 3 "C (O) -a, 

(ii) -NR 4 «C (S) -S. 
10 (iii) -NR 5 'S0 2 -S, 

(iv) -CH 2 -NR 6 "-S, 

(v) -CH 2 -0-g. 
(vO -OC (O) -S, 

(vii) -CH 2 -NR"C (O) -g. 
15 (viii) -NR 8 "C (O) NR 9 »-g, 

(ix) -NR U 'C (O) O-g. 

(x) -NR ll »C (S) NR 1JS -S, 

(xi) -NR l, «-S, 

R 14a 

I 

Grii) / n >y^ 3 
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R 3a , R 4a . R Sa , R 9a , R 7a , R 8a , R 9a , R l0a . R ll S R l2a . 
R 13a , R 14a £<fctfR 15a «*n-£n8!l£LT, C1~47;M=- 

a) c l-sr^+u^s, 

(ii) C2~^-7^-^>S» 
10 (in) Cyc u S, 

(iv) - (Cl~47;P*l/» -O- (Cl~47;l/*U» 

(v) - (C1~47W» -S- (Cl~47;M t U» -S, 

(vi) - (C1~4 7;^U» -NR 1 "- (Cl~47Ml/» 

(vii) - (Cyc la ) - <Cl~8 7JWrl'» 

15 (viii) - (C1~8 7;^U» - (Cyc la ) -S, 

(ix) - (C1-47;^W» - <Cyc la ) - (ci~4mu» 

r 1 ci-87;^;i/S, ci^8 7;i^3*->*;p#-a*. 

20 Cyc u Stt 

(0 c 3 ~ i o oJnats^tiriRamai. 

(ii) l~4fl®?toMep. l~2S©B»»p:&*tf/£&ttlfl«>«K 

25 (0 

(iO -NR ,7a R 18a S, 
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(Hi) Cyc 2a S. 
Gv) -OR l98 S, 

(v) -COOR 20 'g, 

(vi) -CONR 21 'R 22 "g, 
5 (vii) CsNS, 

(viii) Aoy>gf. 



10 R 17B , R ai '*J:tfR"'.»4-tn-f*llM[LT, 

(i) *3SJS^. 

(ii) C 1~8 7;^;PS, 

(iii) C2-8 7J^-;PS. 

Gv) C2~8 7;^n;i/S> 

15 (v) Cyc"S. 

(vi) C1~87;P3*'>S. 

(vii) C2~8 7;i^-;m-*->s, 

(viii) C 2 ~ 8 7)l*-)l**i'&* 3:£tt 

(ix) Cyc"S, Cl~87;U3*->g, C 1 ~ 8 7)V*)Vtt&. -C 
20 sNS, *SS^ttl~3IH©Aoy>Ig ; ?lC«J:0««l$nfeCl'-8 7 

R 18 *tt 



(ix) ^ ^FT^S, ifctt 
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(i) 

go ci~8 7;p+;us, 

(iii) C2~8 7Jl/y-;US, 

0v) 0 2-8 7;^-;^. 
5 (v) c i~87;P34->*;^-;us. 

(vO C2~8 7->;PS, 

(viO C3~8S/*n7;Mp;Wk 

(vm) cy c 3 'g£fctti.~3®<&Aay>is^Te&£nfcc l^smi 
io " (ix) c i~8 7;u3*->S^iSift$nfcc i-87;i/^;^^t)L, 

R 23 «, R 24 », R 25 \ R 24i » R 27 ", R 28a i3j;tfR 29a «-?-ft-£ftJ6 
JkS&lSC^ C1-47;U*;PS, C1~87JW3^«>*;P#-;PS» 
15 7x=Jl/g, £fctt7xx;i/STS&$nfcCl~4 7;M i ;i/g£&fcU 
Cyc ! *SH l~4<@©SailS^, l-2®©K*IS^«kt;/^tt 

Cyc"IH 

G) C3-1 0©#SS*fcttz:lS^3f{ii!, 
20 GO l~4ffl©S5RM : ?» l~2ffifiDgl5RlS^J:^/Sfettl®©SSJIM 
^PS^tf 3 ~ 1 0 MomSS^fcfi^SC's-r nSBS^t) L, 

8W2Cyc la g, Cy c 2a g£<ktfCy c Sa gtt*tt^ftatftLT. SAT 
<D G) - (vii) ^&a«n*l~3fflOSlCioTHift$nTViTt)«t^: 

(i) ci~ status. 

25 (ii) C2~87Jl/dr-JPS. 
(iu) C2~8 7;P*-;Ug. 
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(iv) C1~8 7;P3+->S, 

(v) ci~8 7;W3*j/*;^r;us. 
<vi) Sfctt 

(vu) c 1 ~ 8 7;m+i/s-c«tftsnT^5c 1 - 8 T)v*)vm 

5 R 2 »fct*5RIiB% ADy>®^. -has. *8SS, -NR 30 »R 31a g, 
C1~8 7;WWS. Cl~87Jm*->g, Sfctt 
1 - 3iB©Any>JS ; PTHasnTV>5 C 1 ~ 8 7^MttLit\tC 1 ~ 
8 7^3^^S*gt)U. \ 

io ci~8 7;m*'>*;^-^s. 7x-;ps. s^tt7x-;PST?B»$ 
n& c i ~ 4 7)i*}vm&&t>T. 

fc£U R l8 K^*3^7$yg££t>£fcV>fc©iU 

4- (2-7-fe^**->7x-JW -2H-7*7S?>-1-:*X 
15 £l$<. ] 

-C^Stl* 2H-7^7y>- 1 £fctt-?-ft5<0#&ftl&, 
(3) 1MB (2).«e«tHi;jHfe*«fc-rR l '«f. R ,9 **«7k5S®?, 

tt7x=;i/ST?«asn^c i~4 7;wpsss*dL/, 

20 Cy c la S*«C l-8 7^a+'>*;^-;WST«lft$nTV»Tfe<k^ 
(i) C 3 - 1 0 0#SR£fctt~SB5e£Sim (u) 1 ~ 4 fl® MJK?. 

i ®<Dm%m=?i5 «ktf i fi©«gitiic?£^tr 3 ~ i o Mamsts & 

A 3 »# 
25 (i) JfcJRK^, 

Gi) -NR 174 R l8s S. 
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(iii) Cyc J> S, 

(iv) -OR 19 «g, 

(v) -COOR 20 «g, 

(vi) -CONR 2Ia R 22 »S. 

*** 

if 



10 £fc>U 

R 19i ££tfR 20 "a*Hl-enSfcfcLT. #*K^3:£ttC 1 ~ 4 7^*;P 
15 S££t>U 

C y c 2> ga*C 1 ~ 8 7;U3^->*;i.3i?-;WST»g|SnTlriTfe«klri 1 
~ 4®©^*^. l ®<D8t%m : ?&£Zfi/3:1tt& l ffi^jftHJiB 1 £<&tr 3 

R»'3&«**K^. Any>K^, nhPg£fcttNR 30a R 3, "g£&fc>T 
20 -*« (la) T^SftSt&ffi (2) E«©rt:S4&, 
(4) fllflK (2) l2«OHRSC (I a) ICSUT, 
R 1 'tfSS:— A 1a — A 28 — A^T^StlSSSSt) U 
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A l '£«ktfA 2 «3Wi3iE (2) £K U 

A 3 '# (ii) -NR 17a R l8 «g, (iii) Cyc"S, (vii) -CsNSSfc 
tt (viii) Any W. fc«U A 3 «#NR l7 *R 184 g£gfe 
Tt^. R l7a ttSMS (2) fClS«OS©^-6, TKSSJi^, 
5 £, 7x-;PS, &«fctf7x-;ugK:<koTK&$n£C i~4 7;i>*jl/g 
£W1-CDg£&fc>U Cyc 2a *«, C 1 ~ 8 7 JM^Pg, C2~8 7^y:^ 
g, C2~87;i/+-^S. Cl~8 7;i/3*->g, t+7S. &«fctf C 1 

~8 7;un+->Sfr<kt>Tfiift$nfcc i~8 7^*;i/gfrS8ft£n£ 1 

~3® (C r.-v87;W*JUS, Cl~87;m*>'g, ii«J:tfCl~87^ 

io n*->gfc£oT«&$ttfcci~8 7;p*;ug®«£. *n*n2«*fc 

*s«ktf/2;fctt HB©SS3tlS^£Str3 - 1 OMO^IS^fcttiilS^xn 
3R££irtl»fE (2) B»©fl:£*. 

(5) ttG (2) !5*0-jeSE: (I a) fcfct^T, R 2 "***16g, C 1~ 

is 8 7;i^;ug, c i ~ 8 7;m*->g. Sfctt i ~ aiiOAoy^^TH 
(2) B«©fl:S&, £«fctf 

(6) HfiiC (la) T*£tl589Sfc2H-7*7v>- 1-*>SSS 

20 

09;LK, T)i*)i& 7)i*-)\>m, 7;u*-jug. 7;m*->g, 7;p* 
»?*m* 7;u*u>s. 7^y-u>s^«t^7^^=:u>stctt®«(D 
25 feo^jc^eaaofeo^sns. sen. -s*§£. at. ussnmisw- 
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(D, L, d. lft) , *pvh*7 7#8it;:«j;3ffi&# (Sffite 
5 &Jt. —iBft (I) i5«ktf (la) T^£tt£#89§fcS«&<0tt¥S&# 

io ^awcfc^x. c i~4 7;p*;i/g<htt, *yjk x^;k 7*at;jk 

ci~8 7;^;wsttt, *3Mk x?\>k 7pfc!;k ^;k ^>^;k 

C2~8T;^x;uS<!:tt, xxx;k zfn^-jv. 7xx;k ^>f= 
15 ;k A^-trnjk a^t-JK **xx;us&<fctf;itt50&ft#T*s. 
C2~8:r;i/*xjua<!;tt. x^x;k ^Pt;x;k 7>xjk ^>^- 
;k A*'>x;k ^7*^x;k **^x;i,S£J:tf::ftS0JI&#Ti&*. 

20 Cl~8 7;P*l^>Sttt. ^fl/>, X^-l/X hU^5=-U>, 7-Vy 
*7V>, Of*?U>* -Xt**?- 

^>f-l/>. A+trkv, A-/frl/>, **xxU>Si3«fctf;inS 

25. ©sttireas. 

C l~8 7Jka *h*5/, Ih+k 7n#*-X 7>*->, 
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'OWM-**, ^+->;^*->. *\"7*-)],**z/* *z?-)\'-**r*/&is& 

C2~8 7;^-;^*i'Sttt, if-JW*->. 7n^xjk**>>, 
yr--;i/^+^, ^>r--;i/**^, A^-t-^^v', A^fr^t+i/, 

c2~8 7;^-;^*->sta, if^t*'>, ^ok=jp**s/. 

^-^^i/, ^>^-J|/^+i/, A*->x;kj-*>', a^x;!/**^. 
**? : x;k**$'g:fc<fctf;ift5©g&#Ti&5. \ 

ci-8 ^*3*^*^#=;witr4. * h*->#;ktfx;k x h^->* 
10 ;k#xjk yDjj?*->*;i/3p-;k :7>*~>;*7;i>#x;k "O^Mk**^* 
;M?x;k '\*->;p**->;fc;i'jj?-;k A^^t+^J^-JK ^-^^ 
;k^-^'>*;u^-;ps^«k^cns©si4*-c3i5. 

c2~5 7->;^ttt. 7-fe^;k yot:*-;k ^u;k /tuu^g 

15 C2~8 7->;PSttt. T-fe^k yotf*-;k ^u;k ;tuu;k 

«*>?Jk >>^OA+->;k i/Zu^z-fr&Z&z/Zu-tt/j-fr&z&z. 
Ci~~%T)l*)V?"*m±\t. *7)V?*. x3-)\&t* -fu&v**; 7 
20 J^t. A+^ft. ^^k^*. ^^Mk^gS 

C3~l 0ffl^lSi/tttz:i8^9S8!<i:LT«, 09;t«, (1) ->*o:/n 
->^n^>, i/?n^>*>, ^^daWX •^D's^x 
•>2m:*-^*>, i/^D/^->. ^Jor*>, $/^p^>x>, *>*D'\ 
25 *-fcX ^D^xX ->*ny*X ->*dx$->. 2/^P^>^i?X 
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P7;i/*;k ->^n7;^-JK S'?P7;k*>-;?x>i5 < i:tf;'y'P7Jk* 

>h'jX>, (2) 1>K>. ^>*WX -f>^>, -f >x>, ±79\s>* 
5 7X^>0«l:3fcC6~l 0®7f##!&fR§R, (3)/t-bHo^>^k>. 
/1-kHo-r>xX ytl«nt7^I/X fh7kHnt7^l/>. /t- 

1 ~ 4 ® ©jgJRMiP. 1 ~ 2 ffl©S6*JS^«fc^/Sfctt 1 flOfiSHJS^ 
S^tr3~iJt>McD¥ISSfctt-||!^-rPi!!K:tt, i~41B©S«JS? : . 
10 1 ~ 2 ««D»JMW5 *tf/*fctt l ®©«HJ5^S^tr 3 - 1 0 

15 Atf, Kn-*. -fS^/-;K HJ7l/-;k ^h^/-Jk \£?V-)V. 
KUS?>. K55?>, t'J5y>. fcT'J^X 7"KK> ? S?7-tfK>, 7 
K?>» **HrK>. **iHffc?>. W7iX ^7<> (»K 
7», **+fV-;k jytttV-fr* 77V-JW <f 7^7 

V-Jk ^971/-*. ***S>7?>, *+*7"KK>. 

20 ***S?7-KK>. ?7v77-;k ^7S?>. ?7 9 J7V>\ ?71£\£>. 

9-7i?7W>* -f>H-;k -rv-r>F-;k ^>i/7?>, -rvw/ 
77k ^>!/f*7x>. -fvo'/^ik -r>^ 4 /-;k */y 
x -rv*yu>. 7^7v>, t;t*u>. *^-»/u>. 

"»yu>. ^>!/***»y-jk i>Vf-7*/-fr* ^>'/-r5^y-;k 
25 *;w/ty-;k 7^us?>aW)WiMf&n*. 

ffifSL fc l - 4®©$*®?. I - 2 fl0ttMr? i5«fctf/3-fc« l <H© 
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mnm=? **tr 3 ~ 1 0 R<Dsm^itit=m^Mmmr-^^ izt*±mmu 

!/U3*>. hU77UX hUTl/Uv'X fh^/'JX fh^/iJyX 
i?t HotrU> ? >. v'kKPk^X S?k FPk*»J SS?>. ytHnt'J 
5 ^S». fc^'J^X xh7tFntfUS?X k*75?X xb^kKPk 
USS?X xh^kKPk'J^X 5?kt»D7?>. rh7kKn77>. 
. ^kFPk*7X rh7tKnK7X VtHQft7x>. fh7tHa 
^iX ^kHo^V (^hHo^lf7». xh^kKP^-f 

10 ^kHP-fv**ti"y-;k ^h^tKD-fy****/-^. $>k 

Hn^7 % /-;p» fh7k FnW/-;k 5>k HD-fy?7»/-;k 
5kHo-f y^7\/-;k WJ>, m**'J>. -f>HU>. -TV 
-f>F'JX ytHD^>y77X /t-kKn^>!/77>, ykKo-f 
V^>777>> A-kHn^fy^>'/77X ykHD^Wft7i>. 

15 /t-kFP^X/^^xX 5?kFn-fy*> 1 /3 l *7xX /t-kFo 
-fV^>l/f*7i>. S?kFP-f>^»/-*'. A-kFD^f>^/-jk 
^'kHn+yux fh7kh'n+/iJX /t-kPo*/iJX y'kHa 
<y*>"JX xh^kKo-f WJX /t-kFP-fy+yy X 5?k 
FP7*7v>X xh9kKo7^7^>. A-kFP7*7$?X i?kH 

20 D:J-7?-y$?>, xh7kH07-75 1, Jv?> 4 /t-kFP*7?»J$», S> 
kKn*y-*iJ-D>> f h7kFn+;*tiJ>, /t-k Fp*/*+M) X 
S?kHP*^- 4 /U>. rh7kl<QWJ>. /t-k Fp+^V/'J X 5? 
kFPXV/UX x h 7k H A-kFP-»/UX v'k 
hd^>»/***!/-a. n-kHn^> , /t*t i /-;k ^kHD^>y 

25 -^7!/— m ^-kHa^>w/-;^ s?k!«p^>y*-f 

/^-kHP'oy-rs^y-jk ^x/2-^tttfkx ^>y***-tf-v7-tr 
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S?71?kX -f >Ko#*tHfk>, -f >KPrh7kKP**-!H£kX 
•f >FP*4 l tfi>7'KK>. -f >Ko?h9kHB***S?7*K>, <f> 
Fp?7-KK>, -OFPxh^k FP^77-t£k>, -f>FP?7S>7-K 
5 k*X -f >Hoyh9tHn?7S?7«K>, -f>FP7-Klf>, -T>Fp 
T-h5kHn7-KK>. -f>FPS?7«K>, -f > Hnfb 7t FP3>7« 
kX ^>!/77fX ^>75 L 7->*7l/-;k ^>VhU 7V-;k 7J> 

>/-;k A-|kHD*;p;v/-;k s?k h*P7£'J> ? >, f h^kHo^ 

10 • U5». /t-kHn7^US?>» 1. Z-5>**#'(>y>, 1. 4-^> 
*S*U5». 75?»J5>>. **->7>, 

*r*s?>* 7K*v>, 7**-t9>mm&mi$nz. 

1-2 <H©23SIK^ <ktf 1 <S <D&m®¥ £^tf 3-7 M0^5S 
^xniRiiUTtt, 7S?U5?>, 71£9-9>* kP-;k kP'J>. 

15 kP'JS?>. K*U5», k'JS?>, 5?kFDKUS?>. f h^kHDK'J 
3*>. 7-tfkX S?kHP7-KK>, ^h^k FB7-£kX /t-fcFP7 
" 1 HfK>. 79>. i?tKa75>, fb7tHo 

77>. K7>. 5?kHDk*7>, f h7kKot7>, *=Hrk>, s?k 

20 7-;k -fs^i/ux ^$^/'Jy>, k7^-;k k^/ux k^7 

y>, ftFbW7?>, kU 5>?>. J?kFPkUSv>. f h7tF 
nKU5S?>, k7v>>, 5>fcFPK55», fh7kHnk7y>. k'J 
^vX ytKofcf'J^X fh7tKat;'J^>. v?7-tfkX S?k 
KDS?7ifkX rh7kHPi?7-lfkX /t-kFP5>7-tfex ^;k* 
25 UX **1^/-;k <7**1JV--;k ***5». J?tHn*W- 
;k -rh7kKP**tf-7-;k S?t FP*V**tf*/-Jk fh7tHn 
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n-rv***s?7!/-;k /t-fcFn-fv**"»f-5?7!/-;k ***s?7s? 
5 >. i?tFotW7i?>, /t-hHntW7y>, **»5>7-Klf 

n**t^7tffcf>SII?aW$n<5. 

-HISS (b T*$n«fl:^©5'SR 1 tLTffiL<tt. —A 1 — A 2 
10 — A 3 T&5. 

A l iLT»*t<tt, -NR 3 C (O) -g» -NR 4 C (S) -g. — N . 
R 5 S0 2 -S. -NR 8 C (O) NR 9 -g££tt-NR l0 C (O) O-ST 
*D. «fc9#£l,<tt-NR 3 C (O) -S*^tt-NR s SO a -ST»0. 
$^K:ffSt<tt-NR 3 C (O) -gT&O. feot*!fJl/<tt-NHC 
15 (O) -ST»S. 

A J tLT»$U<ttC 1-87;P+U>S. C 2 - 8 7)btr=- V >g, - 
(C1~*47;M 1 U» -O- <C1~47;M 1 ») -g, - (Cl~4 

7;m*u» ^s- (ci-47;p+u» -g, - (ci~~47)i*u» 

— NR 18 — (C l~47JI/*l'» -g*£tt- (C1-8 7^U» - 
20 (Cyc 1 ) -gT&D. «k0»SL<ttCl~8 7;i/*U>S, - (Cl~ 
47^I/» -O- <Cl~47;M 1 l'» -g. - (C1~47JP*U 
M -S- (Cl~47;P*l/» -gii£«- <C1~87;M 1 U» - 
(Cyc 1 ) -gT&D, &o£fc$Fi;L<«C3~47;M i l/'>gT<$5-5. 
A 3 <hLT»SL<ttOR 19 S. NR 17 R 18 g£fcH:Cyc 2 gT<&0, «fc 
25 OffSL<ttCy c 2 gT2&*. 

Cyc'S, Cy c 2 g£LT$F$L<tt, 1 - 2®OSJR®^*«fc^/$ 
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ep-;k fc^x fjs^x tru^x 7-ifex trpyx fc*p 

Ui?X -fS^VUX fS^/U^X 5>kKP£U3>X J^tHDW 
>?X $>kFnKU5S>X S?tHoK»jys?>, K*U3>X fh7tH 
5 Pfc*Uv>X fcT^^X fh7t FPtt'-U^X f h5t KnfcfU^ 
X S?kHD75>, f h7kHD77>. >?kHnt:7X f h7kHn 
k*7X ^tFP***'/-^ f h7tKDW , /-;k vtKn-ry 

fcFP7tft£X ^fc FP7ifh!X A*-tf-t FPfctU SS?X tW'J 
10 >8S$T&*. 

C y c 1 mt L T <fc D Iff * L < ft. 1 ~ 2 ®(BgiRli^£Str 3-7 
W^pIIT*?). WttfKU5?X fc!P-;k fcTUS^X K 

u^x 7-etrx kpux trpy^x -rsyyjx -rsyyus? 

X 3?fcFPt!US*X ^bHnt7->*>, S?fc FPfcfU SS?X ytFn 
15 fcTU^X tMUv'X xh?fcFPKU5*X tf^-XX f h7k F 
pK'J55?X fh7kKne'J^>, v 5 tFP7i?fcT>, f h7kHa 
7-fcfcfX <fHrFP7"tffc!X 's** k Fp k'J 5^>S8^T*5. 

ey e 'St tT«t d j? it < i ffl0g$irp£<ttf i eoesdirp * 

#tT 3 - 7£<DiHfR'Vr PST*0, S>tKo*+t»/-*, fh 

20 7kHnWl/-Jk 5?kFP-fV**-!JV--;k fh7k FP-f V** 

C y c 3 St t L < tt. C 3 ~ 1 0 M¥SS^3RiRSfe«: 1 ~ 2 ®©S 
3*JSFPi3«i:tf/3;fc« 1 ©©KsSHR^tr 3-7 MfllliSR'vr P85T* 0 . 
P7P/tX S/*P7^X ">*P^>*X i^PA^-frx 
25 5/^P^y^X S^P^^X 5/^P/^-X ^afAX v^P"* 
X^X S/^P'VH'X >^P**xX *>£P/*X '>^Px^r>, 
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l/9u«.>9*?3L> s S/9w\tti?x.>* -^D^yix 1/9 u-t 
^•^IX ^JD/tylX i/^r*^I>, ^OA^hijxx 

C3~l 0v'*P7;M 1 Jk i/^07;^~;k ^o7;W>i^i>^J: 
5 ^->^o7;U*>h'Jx>, KU3?>. Kn-;k £ 

uss?>, ku5^>, 7i?t:>, tfnux enuy>, -rsyyyx 

xF^fcFPE'JS^X T-F^tFPfctU^X $?tFP7?>. ^F 
10 7kKD77>, >?tHPfcf7>, Th7kHne7>. 5>hFn*W/ 
-;k xh7t FP**1f-V> > -;k S?tFD-fV**^/-;U. xF7fc:F 
n-fy*** 1 /-^. vtFP7i?t!X fh7kKD7-t?tf>. ^;UfcF 

15 Any>Sf. -FpS. NR"R» i at*&rihU7^*n^^;W|-e*D, 

-#5£ (I a) T?^2n5fc£4&®5$R ,a <bLTff£L<tt, — A la - 
A 2a — A 3 «T?25-5. 

20 A la £LT$F£b<«. -NR 3 «C (O) -S. — NR 4a C (S) -g, 

-NR Sa S0 2 -S, -NR 8 "C (O) NR 9i -S*«:tt-NR l0l C (O) 
«fcfl$?3;L<«-NR 3a C (O) -g£&tt-NR 8 'S0 2 

-ST?*0, 3 5K:$F£L<tt-NR 3 »C (O) t>otfe»S 

L<tt-NHC (O) -gT*<5. 
25 A a 'ilxT#£L<ttC 1-87;^W>S, C2~B7JMr—U>m* 

- (C1~47;U*U» -O- (Cl~47JM 1 l'» - (Cl~ 
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47)l*l'» -S- (C1~4 7;P*U» - (C1~4 7;M 1 U 
» -NR l6B -(Cl~47;P*U'» -g$fc«- (Cl-87;i/*U» 

- (Cyc") -gTfcfl, «fcOjf?£L<ttC l~87;M^>g» - (C 
l~47;HrU» -O- (C1~47;P*U» -s. - (Cl~47;p 

5 -S- (Cl~47;i^U» -SSfett- (C1~87;M^» 

- (Cyc 11 ) -gT&O, fet>t ! b»Sl,<ttC3~4 7;^U'>S-C* 
-5. 

A , "£LT#£L<ttOR l, *S, NR 17 »R 18 «g£fcttCy c 2a g-£ifc 
0. <fcO*F4b<ttCyc 2 *ST»5. 
10 Cyc'l. Cyc 1 *M£ LTJiFS L < 1 ~ 2 mtogMmttkU/ 

tzit\t i ©osfi*®^ s^tr 3 ~ 7 m^mai^TDiST* o » k y ^ 

X k*P-;k k'JS^X k'J^X 7-fcfkX kP'JX 

15 kKntfUS?>, xh^k KDkUSvX xh^kKPk'J 

-f V**tfVr-;k xh7kFP<v:**ih/-;k s;t KP7-fe?kX r- 
K7kKP7ifkX ^;Ukh'P7ifkX ^**t HaeU5 5?>, ^ 

Cy c la StLT«tOffSL<tt, l~2iiWS*JS : P*-&tf 3~7^« 

ku^~xx 7-tfkx kpyx kpy-xx -rsyvux -fs^i/y 

-XX >*kFPkU-XX 5?kFPK53?>. ^kFPk'JSvX S?kF 
25 PkU^-XX ^'Jy>. xF^kFPk'J-XX k^7-XX xh^k 
FPk'JSvX fh^kKnfcf'jyyX >?k FP7-t?kX xh^kF 
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C y c J »g£ J; Off* I, < tt. 1 O^ganCx* «fc 1 IBOB&SIIIt 
S^tf3-7MO#iR'SxDSin?»0. m«, 3?fcKn**tfy*-Jk x 

Cy c 3 «SttT»iL<tt, C3~10amS&3HSR££ttl--2®C!) 
SBMW^tf /*&tt 1 <B<DK^JS^ £^tr 3-7 MOJUIR^T-niR^* 
0> HAtf^D^nA>, ->^n^>. ->*p^x*>. S'im'vf* 

10 >, i/irn^jry* S/£p:t^>. ^Jroy^->, ->^Dx*>. S'ir- 
□^>7 1 >, y^n^tX WDtffX S/£roy*>, ^afir 
X i'i'n^ylX y^DA+1f-;i>, i^P^^XX 
prf^^xx S/£p/ti?xx y^nfAyiX ->^P^^hU 
xx S/5m***MJx>, ^n;thUi>. ^Df*h'Ji>o 

15 «i:5fcC3~l 0i/i7U7)V^r)V. z/9n7)bir=.)ls i/^07M>yI 
>&<J:tf^P7;i'#>h 1 Jxx ^XfcTX e»J5», fc?n-;k fcf^S? 
>, KU5S». eU^X 7iiK>. KnU>. KDU3»; -f 
|JX -fsyi/US?>, v'tHntfU^X ^fch'PtT^X v^tHPtT 
'J^y>. 5*fcFnKU^S>>. K"<U5», xh7tHPt!U->*>, fcf^ 

20 7*J>. xh9fcFoKy5S?>, fh7tKPt:'J^X i?hHD77 
X f h7t>*D77X ^tFP£5>, fh^kHo^X ^kHa 
:**1fV-;k xH5tKP**-tfV-;k 3?kHD-fy***'/-^. x 
h9kKn<y**ifV«-;k ^tHPT-tffclX r h7bHP7i?t;>, 
"WfcFn7-KK>, '\*-frfcKnK'J5S». ^kfc'J >SR#T**. 

25 -«5t ( I ) VTsiZnZltGQKD 35, R 2 't LTff£ L/ < tt, 

APy>S^ XhPg, NR J0 «R 31 «g$fc«hU:7;k*P*x;i/g'T?fc 

28 



WO 00/44726 



PCT/JPOO/00319 



0, i0ff*t<ft*3S® : f, APy^^SSfctth'J^^n^^S 
[*] 

-ksc (i) *ct^ (i a) ~&K2tiz*%mfc£mt. 

10 &JS Ot^S^A, T^->^A^) ©lg. 7 H^WICIIF^ 
2n*W«75> (xh 5*^7 MJX?-;t/75>, 
73 X ^^;P75>. '>^D^>^;i/75>, *>5W75>. 

U3. (kKD*->^f;W 75 >, U5?>, 7;^->. N-^^-D- 
15 ifJVtlS.>m ©ifr&^tfStl*. 

-«5C (i) (i a) T?*znz*%w{£&mt,.'j*moj3mr# 
u>. jg^^K^Mi:UT«, skis, #wt7k*K&, u>b&j&, 

20 ^a^Ktt, 7t;WKK. VUOggm. *x>B&i£, &JfcMtt. 

>;UU*>KJ&, •f-fc3 1 *>K&, if)V{7U>m&, $0m>K£©«fc5fc 
-ilia (I) fcitf da) T*Sn**»«fc£4&Sfcfi«-0!>«[ 
(I) T«Sn**»!IHt:Sft©"5-&. ffSLfrWt^ttfcLTtt. 



29 



WO 00/44726 



HRjC ( I - A) 

o 




(I-A) 



HKiC (I-B) 



o 




a-B) 



o 




R 5 



30 



WO 00/44726 



-85£ (I-D) 

o 




(I -F) 

O 




31 



WO 00/44726 



PCT/JP00/0C319 



HKaS (I-G) 




5 — « ( I -H) 




a-H) 



J- if 



-#55(1 -J) 



32 



WO 00/44726 



PCT/JPOO/00319 



o 




hks ( i %). 



o 




5 (a*, r^T©ie^ttMiEiigi;ai*^fc-r. ) , 




33 



WO 00/44726 



PCT/JV00/OQ319 



HRS (I-N) 

o 




5 ife»ns. 

<k Off* L< «. 1-^27 Kie«Ufcfc£«M3«fctflSi60!l»ClB 



34 



WO 00/44726 



PCT/JPOO/0Q319 



& : 1 




a-A-D 



No. 



— A 2 — A 3 



No. 



— A 2 — A 3 



1 

3 
4 
5 
6 

7 
8 
9 

10 
11 
12 



Me 

NHMe 



^ OH 



13 
14 

15 
16 
17 
18 

19 
20 
21 
22 
23 
24 



V^-COjH 
NH 



35 



WO 00/44726 



PCT/JP00/D0319 



8 2 




(I-B-l) 



No. 



— A 2 — A 3 



No. 



— A 2 — A 3 



1 

3 
4 
5 
6 

7 
8 

9 

10 

11 

12 



Me 

*NHMo 
NHj 

NH2 
OH 



13 
14 

15 
16 
17 
18 

19 
20 
21 
22 
23 
24 



,CO£ 
.COjMe 

t> 

TO 

"O 

NH 

^ r 



36 



00/44726 



PCT/JP00/00319 



m 3 




a-c-D 



A2-A 3 



No. 



— A 2 — A 3 



No. 



■A 3 



1 

£ 
3* 

4 

5 
6 

7 
8 

9 

10 

11 

12 



Me 



NHMe 
HU&2 



NH, 
NH2 

OH 



13 
14 

15 
16 
17 
18 

19 
20 
tf 
22 
23 
24 



^COjH 

o 



NHj 



N HHz 



37 



WO 00/44726 



PCT/JPOQ/0O319 



$ 4 




a-D-D 



A2-A 3 



No. 



-A 3 



No. 



—A 2 — A 3 



1 

\ 

4 
5 
6 

7 
8 



10 
11 
12 



Me 

NHMe 
NMej 



NHz 
NHa 



13 
14 

15 
16 
17 
18 

19 
20 
21 
22 
23 
24 



•o 

JO 

NH 

> r 



38 



WO 00/44736 



PCT/JP00/O0319 



« 5 




a-E-i) 



A*-A 3 



No. 



— A 2 — A 3 



No. 



■A 2 — A 3 



1 

K 

2T~ 
4 
5 
6 

7 
8 

9 

10 

11 

12 



Me 

— Ss ^NH a 

NHMe 
"NU62 



13 
14 

,15 
16 
17 
18 

19 
20 

21 

22 

23 

24 



„COaH 

o 

NH 



39 



WO 00/44736 



PCT/JPOO/00319 



& 6 




a-F-D 



A*-A 3 



No. 



— A 2 — A 3 



No. 



— A 2 — A 3 



1 

4 

5 
6 

7 
8 
9 

10 
11 

12 



Me 

NHMo 



NHa 
'OH 



13 
14 

15 
16 
17 
18 

19 
20 
21 
22 
23 
24 



^N^COaH 
>v^v^C02Me 

O 

O 

o 

"IT"* 

NH 



40 



WO 00/44726 



PCT/JPOO/00319 



S 7 



No. 



t 

e 

3 
4 
S 
6 

7 

8 

9 

10 

11 

12 




a-G-i) 



-A 2 — A 3 



Me 
CHs 

'NHMe 

NM82 







NH2 
NHj 

^OH 



NO. 



13 
14 

15 
16 
17 
18 

19 
20 
21 
22 
23 
24 



— A 2 — A 3 



O 

o 
o 



NH 
J} NHa 



41 



WO 00/44726 



PCT/JP00AX1319 



& 8 




(I-H-l) 



A 2 -* 3 



No. 



— A 2 — A 3 



No. 



A 3 



1 

3" 
4 

5 
6 

7 
8 
9 

10 
11 

12 




NHMe 
OH 



13 
14 

15 
16 
17 
18 

19 
20 
21 
22 
23 

24 



'O 



XT™- 

NH 



42 



WO 00/44726 



PCT/JPO 0/00319 



£ 9 




[-J-D 



No. — A 2 — A 3 


NO. — A 2 — A 3 


I Me 
2%. ^^CH, 

3 v^^CHa 

4 V^^NHt 

5 ^ NH2 

6 Vx^s^^NHj 

7 "^^^NHMe 

9 "^^^NHj 

10 > ^ S ^NH 2 

II — °^ N NH 2 

12 ^^^OH 


13 ^v^COaH 

14 v^v^COjMe 

15 ^ 
16 

,7 

« JO 
» "X? 

2i XT"* 
- XX* 

NH 

23 ^^NH, 

NH 

24 V^jjA NH2 



43 



WO00/447M 



PCT/JPOO/00319 



SI 0 




(I-K-l) 



1 A*-A» 
H H 



No. 



— A 2 — A 3 



No. 



— A 2 — A 3 



1 

3 
4 
5 
6 

7 
8 

9 

10 

11 

12 



Me 

*NHMs 

NHj 
NH2 
NH2 
OH 



13 
14 

15 
16 
17 
18 

19 
20 
21 
22 
23 
24 



V^^COjH 

•o 
o 

^QT NHa 

NH 



44 



WO 00/44726 



PCT/JPOO/00319 



&11 




(I-M-l) 



A — A 



No. 



-A — A 



No. 



1 

k 

3 
4 
5 
6 

7 
8 
9 
10 
11 

12 



Me 
\^CH, 

"NH 2 

NHMe 
NMe, 

"NH, 
~NH 2 

"OH 



H 



13 
14 

15 
16 
17 
18 

19 
20 

21 

22 

23 

24 



•HQ 



NH 

NH 
'N A NH, 



45 



WO 00/44736 



PCT/JPOO/00319 




a-N-i) 



No. 



— A 2 - 



No. 



— A2- 



1 

5" 

2 : 

3 
4 

5 
6 

7 
8 
9 
10 
11 

12 



Me 

.NHj 

~NHMe 
'Nile* 

"NHz 



13 
14 

15 
16 
17 
18 

19 
20 

21 

22 

23 

24 



NH 2 

XX 



NH2 
NH 
"NH2 

. A 

[J NH, 



46 



WO 00/44726 



PCT/JP00/00319 



*13 




a-A-D 



No. 



-A 8 — A 3 



No. 



— A 2 — A 3 



25 

; 26 

27 

28 

29 

30 
31 



OMe 



" Me 
Me 



CH 



33 MaMa O 

34 MaMa kl 



OMe 



35 V^N^ 

36 >s X^^*N'^f CHj 
Malta H Ha 



OMe 



Ma 
Ma 



37 



MaMa H 



38 "X if\^u 

MaMa CH 

38 MaMa l^o 




47 



WO 00/44726 



PCT/JP00/00319 



*14 




No. — A 8 — A* 


No. -A 1 — A 3 


,26 

^27 Q 

- 

H y a 

30 v. H^^Ma 

31 — ^ 

33 UaMe 

34 V^N^ 
Mall. kj.^ 

35 V^N^j 
Mo Ma 

36 V s ^~N' s f CHl 
MoMe H Ma 

Ma 

37 >^^ M '^k Ma 
MaMa H 

38 M^r-r-cH 

39 LteM^O 


40 ^°^N^. 0 M. 

44 ^O^^n^CHj 

H Ha 

45 v^O^~jp^ Me 

47 ^°^uTS 

48 ^S^^.^ 

49 v^.S^^.^^.OMe 

50 ^-Sv^h^ 

52 \^S>^ n ^yCH 2 
H 

- is>ch 



48 



WO 00/44726 



PCT/JPOO/00319 



*15 




(I-H-l) 



No. 



-A a — A* 



No. 



—A 2 — A* 




37 V^cf 

Ualfle H 



Mo 



38 



MeMe 

MeMe l^O 



CH 



39 



40 

41 

42 

43 

44 

45 
46 

47 
48 
49 

50 
51 

52 
53 

54 
55 



*»£^OMe 
,OMe 



•a 



OMe 



Mo 



MO 



CH 



.^OMO 

a 0H . 

o 

H Me 



Be " CH 



Me 



49 



WO 00/44726 



PCT/JPOO/00319 



*16 




No. 



—A 2 — A 1 



No. 



—A 2 — A 3 



25 

26 

27 

28 

29 

30 
31 



S *£)~OMe 

try 0 "* 

•a, 



OMe 



" Ma 



Me 



32 ^ro- 0 - 



33 



Me Mo 



a 



OMe 



34 V^N^J 
MoMo l^JL 



35 



MeMo 



OMe 



36 V^^N'Y 0 ^ 
MeMe H £ g 



37 V^^N^^Mo 
MeMe H 



39 



MeMe 



40 

41 

42 

43 

44 

45 
46 



46 
49 

50 
51 

52 
53 

54 
55 



OMe 
OMe 



'a, 

H lin 



OMe 



Me 

Me 



CH 



47 V^O^ N ^ 



•a 

"O 



OMe 



Me 



CH 



k.0 



50 



WO 00/44726 



PCT/JPOO/00319 



«17 




0-K-l) 



-A — A 



No. 



—A 2 — A* 



No. 



— A* — A 3 



25 

;28: 
27 

28 
29 

30 
31 



Ho 
He 

i>CH 



32 .sro*"* 



OMe 



MoMe 



34 A ' 

34 tteVe lsJL ( 

35 A - 
03 MeMe ^ 



OMe 



MeMe Is 

36 ^T^N^ 0 " 2 
MeMe H 

37 -x-v/^fp^M. 
MeMe H 

MeMe Me CM 
33 MeMe l^o 




51 



WO 00/44726 



PCT/JPQO/00319 




(I-A-2) 



No. -A s — A 3 


No. -A 2 — A J 


H Me 
Me 

6 ^^s^jj^^Me 

* MeMe 

HeMe k^J 

12 V^^N'^f 0 " 2 
HeMe H Me 

Me 

13 ^ *»>J* m 

UeUe H 

15 ^"^O 
15 HeUe 1^,0 


16 ^°^N^_ 0 lle 

17 ^^Q 0 " 

is O 

^-^OMe 

• 

20 ^°-^N^f CH 2 

H Me 
Me 

21 v ^0^ ^•^«.'^s^^ , ^».. 

*i ^" w ^^jr^Me 

23 v^O^ ^ 

24 v^S^^^ 

25 ^S^^^^OMe 

" Me 

29 e «fe 
^S^jp^Me 

30 fl>cH 

31 



WO 00/44726 



PCT/JP00/00319 



£19 




a-c-2) 



No. 



— A 2 — A 3 



No. 



— A* — A' 



•Q 

" Me 
Me 

i>CH 



6 
7 

10 V^N^ 

H Ua 



12 



Hello 



13 



MeMe H 



Mo 
Mo 



14 ^^ N -^ 
MeMe «• m 

15 

15 MeMe l^o 




53 



WO 00/44726 



PCT/JPOO/00319 



«20 
O 




No. -A 2 — A* 


No. -A* — A 3 


4 _ 0 

5 ^^m^Y 6 "* 

H Me 
¥• 

8 \x"~N^jp^ M8 

8 HeMe 

MOM. kA 0M8 
Melie 

12 "V^-^N^Y 0 " 2 
MeUe H Ma 

He 

13 >x^^ N ^^ M . 
MeUe H 

14 H^r«>cH 

15 ^X^^M^I 


16 ^°-^N-y 0 Me 

17 

» "°^o 

H Me 
Me 

21 ^O^N^^Me 

24 \^S^ N ^_ QMe 

25 v^8>^^vpOM« 

" Me 

29 o P 

x ^ s> ^ s JJ^ N ^Me 

30 N^ CH 

31 



54 



vl 



PCT/JP00/00319 




55 



WO 00/44726 



PCT/JPOQ/00319 



*22 




Na -A 2 — A 3 


No. -A 2 — A» 


5 ^ ^N^Y CHj 

" Ha 

¥• 

9 MaMa 

M.M. l^ o||0 

11 V^N^ 
MaMa k^J 

12 V^^N^Y 01 * 
MaMa H Ha 

13 V^fT^Me 
MaMa H 

14 is«r->cH 

15 ^<^H^) 
1S MaMa k^o 


16 N^.oM. 

17 Q- 

• 0 

20 V^O. N^Y CHj 

H Me 
Me 

^ N Me 

22 ^°^N^ CH 

23 ^°^"N^ 

24 ^S^^^ 

25 v^S^^jjj^YOMe 

26 ^Sn^h'X 

" He 

29 Me 

k.0 



56 



WO 00/44726 



PCT/JP00/0Q319 



o ** 23 




No. -A 2 — A 3 


No. —A 2 — A* 


H Mo 

H 

10 V^v^i 

11 Mrtto^O 

12 "v^-^ii'*y ch » 

MeMe H Me 
Me 

13 V^^N^^MB 
MeMe H 

14 > x ^ 

MeMe CH 

15 MeMe k^o 


16 ^°^»ryoMe 

17 Q- 

— ^OMe 

20 ^°^N^Y CH » 
H Me 

if 8 

22 ^°^N^ CH 

23 v^O^ N ~s, 

24 V^S^^_ 0||e 

25 \,S^^^Sj,OMe 

26 V ^ S ^ N N ; ^ 

28 s s^S> w ^^^ s ^.CH2 

H Ma 

29 «• 

31 ^^^N"^ 



57 



WO 00/44726 



PCT/JPOO/00319 




No. -A 2 — A* 


No. -A* — A 1 


4 — 0 

H Ms 
Me 

6 \^ N-^^Me 

H 

7 

8 MeMe l^J 
MeMe 

MeMe k^J 

12 ^X^^N^V 0 " 2 
MeMe H M , 

13 V^-^N^^Me 
MeMe H 

U M^-^CH 

18 MeMe k^o 


16 ^°^N^_oMe 

17 N^Q*". 

^"^OMe 

• 0 

H Me 
Me 

21 V^O^ ^A Mo 
H 

° > ^ S jSe S ^CH 

24 ^S>^N^_OMe 

25 v^S^^^^OMe 

28 ^S-^N^S 

28 v^Sv^j^^v^CHj 

H Me 

29 Mo 

31 ^S^N^ 
^0 



WO 00/44726 



PCT/JPOO/00319 



*25 




Na 



—A 2 — A* 



No. 



-A 2 — A» 




15 lletle l^o 



16 

17 

18 

19 

20 

21 
22 

23 

24 

25 

26 
27 

28 
29 

30 
31 



*N^0M6 



OMe 



a, 



*8 



CH 



^OMe 



OUe 



"a 
o 

H u s 



Me 
ye 



CH 



59 



WO 00/44726 



PCT/JPOQ/00319 



o g26 




No. -A 1 — A 1 


No. -A 2 — A s 


4 

S ^^N^f 0 ^ 
H Me 
Me 

7 -^—^ 

10 'V^N^i 

MeMe Is^J 

MeMe H He 
Ms 

13 yvAu^a, 
MsMs H 

14 ^^n-^ 
MeMe Ms CH 

15 

15 MeMe l^o 


16 \-°^,Q. OH< , 

17 Q" 

— ^OMe 

20 ^°^N^f CHj 

H Ms 
Me 

21 N^O^jpA,,, 

22 -a^ fi>cH 

23 ^-°^N^l 

25 \^S^^jj^^OMe 

26 ^^^N^l 

28 x^Sv^s^s^CHj 
" Me 

29 

31 ^^N^ 



60 



WO 00/44726 



PCT/JPO0/GQ319 



*27 




No. 



—A 2 — A 3 



No. 



-A* 



A a — A J 



9 
10 

11 
12 

13 

14 

15 



*N^. 0 Mo 
^OMo 



Mo 
Mo 



Ma 



e "CH 



OMo 



a 



OMo 



MoMo 
MoMo 

MoMo l^l 

" Mo 
Mo 

MoMo H 



MOMO 



Mo 



MoMo 
MoMo t^o 



16 

17 
18 
19 
20 
21 



30 
31 



^N^-OMo 
^OMo 



OMo 



•a, 

H Urn 



lo 
Mo 



22 ^°^B>CH 

23 \-°^ N ^l 

24 
25 

26 
27 

28 
29 



^Q-OMo 
^OMO 



OMo 



a, 



H Urn 



CH 



61 



WO 00/44726 



PCT/JP00/00319 



[1] HKjC (I) T?*£n5#S89Ht£«l©5-&, A^-NR'C (O) 
5 -g£fctt-CH 2 -NR 7 C (O) -gT^StlSfc^, HR 
* (1-1) 




A I_1 tt— NR 3 C (O) -g£fc«-CH 2 -NR 7 C (O) -g£ 

io «t**tor. ££u A 2 -Mc«toTSt)sn5S^sn575ystt«a 
3j«*iift»^jcttflaii*nTv>* t>©£ u a 3 - 1 tc<t o T&t>2nzmz$ 

*n*-CO.OH«, *KS, 75 /S, 75S?/«*fctt^7r:s?y«tt 
#aa*&5fc*£fCtt# K£*lTtr> 5 6 © t b , R 2 " Mc«k o TSfc trtiSS 

»c^*n575ysttffa*^57i«^K:H:«a$nT^*fe©t"r*. - 

15 COOHgOftSSil/ttt, x^;ps, t-y^s. 

20 -t-offiois^ttfjiet^i;®*^^. ) T*s*isfl^j«. 



62 



WO 00/44726 



PCT/JPOO/00319 



Hte* (n) 




#ttiiffitigi;iS***t>r. ) T*<**l*ttS&£. HRS (m) :. 

5 HOOC — A 2 " 1 — A 3-1 (m) 

i) sfN^-f 
io. 2) s^giiiTjcftSffl^^m 
3) m&mzm^zif&$iimfe>tiz. 

jPx-xJk fh7kh'D77>^) 0~4 OWKKZltZZtlZJ: 



63 



WOOd/44726 



PCT/JP00/0O319 



*&tt\mmmv. =«7*> (eus;>. hjx3W73>. *?*?n,7 

DDfllim ^nnflt-fy^AD 0~4 O'CTS&Si*. ft 

10 5C<i:t«t0fT?a:t>n*. 

3) «6tt*ffifr>«#&tt. #;M?>&£73>£> #«8S« 

nasfrjkk. WL*W>. 5?*?;U*;k&75 F. yif;H-fJk x 
h7tK077>® «K ££«fcJS«T, 3K7S> (IfUS^X MJx 
■7\>U7S>. ^^;I/7X«J>, 5?*^73/KUS»*> ©#«ETSfc 

15 tt*#«ET. tt&JH (1. 3-i?^DA+yWM^SH (DCC) . 
1 -X^- 3- [3- (^^73/) ?U\i)V\ *;P#5?-f3H (E 
DC) . 1. 1* -**#=j|^S?-f S^V-^ (CD I) , 2-^no-l 
- ;* 3MUfcf 'J y-7A 3 >7^) SfflVi, l-tHO*->^>Xh'J7 v /- 
;i> (HOB t) *JBV>3iWBV>fctrve, 0~4QX;TKfo2'&ZZ.t\Z&r) 

20 frfcfcft*. 

£tl£l) , 2) *5«fctf3) ©E&tt, V>1"n*>*§tt#3. (7;U=f>. 

[2] HBj£ (I) T*£n3*389Hfc£fc©55. A l *<-NR s S0 2 -g 
T^£ft5fl:£«j. TfcfrS, HBSC (1-2) 



64 



WO 00/44726 



PCT/JP00/M319 




A l - 2 tt-NR 5 S0 8 -S€rafct, •€-©flfiO|B#«WIB<i:Ri;« 

efcfc&fc-r^ ) -e^sns^^tt, hss (iv) \ 

■ O 

(IV) 

NHR 5 

■1 

5 (a*, f^T©iB#ttMffi£Ei;i£i*££fc>-r. ) -c^snsik^t. 

(V) 

\p 

X — S — A 2 ' 1 — A 3 " 1 (v) 

10 

(fc!'J> f >, HJX^;U75>. Vyi^TX'JX S^^TS/ 
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[3] -ass (i) T^ans+awfljiMb©*^. A^t-oc (o) -g 
T^$n*ft^ rttt>*>> (i-3) 




a-3) 

A 1 " 3 — A 2 " 1 — A 3 " 1 



(5£*, A l -*tt-oc (o) -st*o, -z:<Di&<Dmmm&tmcM<&£ 
s a*rr. ) T^^nsft^tt. hba (vd 




«HHHK^ (ffl) 



HOOC — A 2 " 1 — A 3 " 1 



(ffl) 



1) «A*-f K*JB^*3MS. 
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2) &£mm*®}zm^zi5&, 

3) m&mzm^zii&®i)mf£>nz. 
cine 

t- 2 ot:~a«EiasTS^^i4-, ^sn^KA^ K*=ft7s> (t; 

10 X3S/I/X— r;k f h7th'D7 7 >f) 0~4 0*C 

(^□D^;i/A, m.ik*9-i<>. i?x^;px-r-;k fh7tHo77>W 

+$fcfcfcSJ$JlT» =«75> (fc!'J^>. HJXt\>1<7SX **t\>1/7 
15 X V X 5?* 7^7 5 V e U 5? <3#ST» HA 7-f H ( fcfA D -f ;p * 

3\^X~r;k fh7tH077>f) 7;i/3-;l,£0~4 0"CTS^ 

3) Jt£3J£fflV>S73«:tt. *;M*;<«&7;Hi-;i<*, W«S 

;k fh7kHD75>» £fctt&8«r7?, =«75> <KU3», 

25 T£fctt##fiET; 18^ (1. 3-i?^D^i/MM^5F (D 
CO , l-X^-3- [3- &*?J\,7S.S) ^fuMM TJJktfvH' 
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5H (EDO . 1. V -*/H?=*5M (CDI) , 2-i7 

V7*/-)l (HOB t ) SffiViS^fflV^^T?, 0~4 0*CTS^$-&SC 

5 cnei) > 2) s«fctf3) <be*bu v>rnt>*istt#* (7;w=f>, 
C4] hks (i) T^snssfggifl:^©^ a x *«-ch 2 -o-s 

TS^nS^ll. f-fcto^. H8£ (1-4) \ 




10 (St. A 1 - , tt-CH 2 -0-SSSt>t, -5-©te©IB#tt«fl2i:^i;«* 
(a) HK5£ (vn-a) 




(VH-a) 



(a*, Y 2 tt-cH 2 -oHS&a*Dt, *<Dm<D&m-ttmtmcM#.i 

15 Sfc>f. ) Tf^^tiSft^t. H8j£ (vm- a) 
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R 32 — A 2 * 1 — A 3 " 1 (Vm-a) 

5 (b) Hft5£ (VH-b) 




(5£<K Y 3 «:-CH 2 -R 32 g££fcU *©tt©B*ttlWBfcroi;*** 
£*>T. ) T!$*$tt5fc£«&£. HRS (vm-b) 

HO — A 2 * 1 — A 3 " 1 (vm-b) 

(c) fTffi-«5S; (VH-a) TS^tlSfc^fet, MIE— «^ (vm-b) 
(VH-a) (Vffl-a) TSSns^ 

15 ft, i5<fctf-«5£ (vn-b) -ej*£ft£{fc'&ft£-«5£ (vm-b) 

X3\fl,x— r;k xh7tHn77>f5) «f. TArtU (* 
»W-MJ*A. *mfc*y*A. TKgfclWAS) , 7)Vl3V±m&m 
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hrs (vn-a) ^ztizitsyit-m: (vm-b) nmztizits 

IfAl-f*, fh7tHD77>, 7-th-hU;P. ^>"K>, WPX 

>5) 4», 7>/fc£4& (7»/s;*;u#>»3;x^, 7V 9 JH^ym*M 

V7nKJk_-l. 1* - <7!/5>*JM?:rM 5>e*»J5», 1, 1* t7 
'/If* (N.tN-> ? >5 1 ;^;i/A75H) I?) ^«k^7>f>ft^ft ; (h 
10 U7xXJk**:7W>; HJ 7^**7-0, HJ j* ^Jk** 7 W >3?) 

©#3et, «a-r*7;U3-M:^»to-6 oT:TE«a*5iiiK:±o 

C5] HRSC (I) TSaftS+SMHfc^*©}*. A'^-NR"-!^ 

sn-sfcSfe, HRa (1-5) 

o 

T a-5) 

15 R* 1 

(a) mens* (iv) -ewsnsfcanrfc. -« (K) 

Y« — A**— A« (K) 
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(a*. Y 4 ttnaais (0n*tf, /\ny>m?m £&bu ^offioie-^tt 

(b) -«5£ (X) 




HKjS (XI) 

R 13 HN — A 2 " 1 — A 3 " 1 (XI) 

10 hrsc (iv) Tja*£ft*{fr&»£-«5C (do T^sns-ft^, S.ktf- 
lKa (X) T^£tl3fls£&£-«5£ (XI) T7*£tl*fl:#4&©E£«&» 

*>K» *nn*Jkk, Ift^?l/>, s^x^x— r;k xh^tKn?? 
>, 7-feh-h'j;^) (h'JX^75>, KUS?>«) 

15 T*fcttlM?fiET, 0-1 0 orTS^S-a-SCtJCiOff^fctl*. 

(c) H8j£ (1-5) T^*n-5^«l»©3^, A 2 ~ 1 **C 1~87 
JHrl^S. C2~8 7;i/-ir-U>S. - (C1~47;^U» -O- (C 
1~47;M 1 1'» -S. - (Cl~47;M i l'» -S- (Cl-4 7^ 
*U» -g, - (Cl~47WI/» -NR 14 - (Cl~4 7Ml/» 
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-S, - (Cl~8 7,M i U» - (Cyc 1 ) -S, Sfctt- (Cl-47 
fr*rls» - (Cyc 1 ) - (C l~47;i/*U» -£Tw£nsfl:£«r. 
-Tfctoti. — JRSC ( I - 5 ' ) 



o 




R 2 " 1 



5 (j£+, A 2 " 1 ' \3.Cl~87)\,3rU>m: C 2 ~87Jl* - (C 
l~47Ml/» -O- (Cl~47;p*U» -S, - (C1~47;U 
-S- (Cl~47;M t U» - (C1~47;H^» - 

NR U - (C1-47;W*U» -S. - (C l~87;M=-l'» - (Cy 
c 1 ) -S, Sfctt- <Cl~4 7;i>*l/» - (Cyc 1 ) - (Cl-47 

io -3£$t>u *®tt®e*ttftG∋sttes:bT. ) 

s*isfl;£&tt, irfE-«s (iv) T*3ns<fc£&£. (xn) 

ohc-a 2 -^ 3 - 1 pen) 

(j£+, A 2 - 1 "ttCl~7 7;i/*U>S. C2~7 7;l^I^>g, - (C 
l~37Jb4u» -O- (C1~4 7;M 1 U» -g, - (Cl-37^ 
15 -S- <C 1^47^*1/ » -S, - (C l~37)l/*l'» - 

NR 14 — (Cl~47JI/*l'» -S, - (Cl~77;M t U'» - (Cy 
c 1 ) Sfctt- <Cl~37JMrl/» - (Cyc 1 ) - (Cl~47 
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#5. 

SCjfcCTSI (SK, «Lfb*St5^) ®#flET. - 2 0~6 OTCTfElSS-frS 
Off *t>tlS. 

[6] HRSC (I) T*<*ns*f89Ht:£fc<0 5S, AW-CH.-NR 6 
-»-«wSft*fl:*4lK Tfcto^ HK« (1-6) « 




a-6) 



-A 2 ' 1 — A 3 " 1 



10 (it*. A'-'«-CH 2 -NR 6 -I^t)l/. -€-©fl&«)ie#«ltrIB<i:Hi; 
(a) HKS. (Xin) 




(xm) 



.-jj CHjr-NHR 6 
D 2-1 
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<b) flfrtB-«5£ (X) TSSnSftSfji:. HfiS (XIV) 
Y 4 — CH 2 — A 2 * 1 — A* 1 (XIV) 

5 fc\Ztf?Z\t\Z£Z>A\ 
(c) -«5fc (XV) 




(XV) 



H!B-«55 (XI) TS^n^ft^fe^. Btc W 7 5 ,/ ffcfijfc C ttf £ £ K «fc 

io oMfi-rs^fatfT**. 

(xm) -e^$n-5^«5i-«a (do TSSftsfc^fe. 

(X) TSSn-5ffc^«li-«JC (XIV) T7*£n5fc£«J©EJ£te. 

taia-^s: av) T^^ns^^tHK^ (do r«an*fl:£«r0Kj6 

15 -«5£ (xv) -?j*$nafls£&£-«3£ (XI) T^^n^ft^OTSTcW 
flrtEHfia (IV) T*$n-5{t^i:-IIS^ (XII) Tjj*£ 

[7] (I) T^Stl**^^^©^^. A'^-NR'C (O) 

NR 9 -ST^Sn-5fl;^«!>, f^t>-6. H8S (1-7) 
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(Sf , A'-'tt-NR'C (O) NR 9 -g££fc>U *<DfeQimt*ffim 
) T^StlSft^tt, MB-** (IV) T*<*fc5 
fc£4&£, -5l2«.(XVl) 

5 0=C=N-A 2t — A 3 " 1 (XVI) 

5?x^;wx— y-;WP> 0~1 0 orTE&Sl*5::£K:J:9?T£fc>*i£. 
10 [8].-«5£ (I) T^n5*58^ft^«»<05^, A'#-NR"C (S) 
NR l2 -3T*<*n*ft-&«K TfcfcS. -M (1-8) 




(j£4». A'-'tt-NR^C (S) NR ,2 -g£8fc>L, -€-©ffi©|2^ttM 

ae<i:Ki;iSi*^st)-r. ) Tssft-sfc^w:, mie-k^ (iv) ts$*i 
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Z><t£®)t. HKxt (xvn) 

S=C=N— A 2 " 1 — A 3 " 1 (xvn) 

5 £©EfcttflrcE-#5£ (IV) T*Sft*<t£4j&£. -«5S (XVI) 

[9] (I) T*S*lS*f893<t£«J055, A l #-NR l0 C Up) 

O-ST^VlSfl:^ -ffcfcS, HR5* (1-9) 




10 (jS*. A x -°tt-NR 10 C (O) 0-g££fc>U •€-©<fi<0|B#ttirl2«i: 

HCjasfesatrr. ) T^$n*<t£«j«. iuibhrs (iv) T^snsrt: 

£«ri. -85£ (xvm) 

ff • 

y 4 -c-o-a* 1 — A* 1 pcvm) -*f 

* ' . 

c©E^»^a-e*o, #9A«, mmmm (rh7kHD77>. 8Mb* 
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[10] HRxS (I) T?*$n**«9!fl:£&<D3S» A l tf-NR 4 C (S) 
-m-ZmZftZitS®, ffcfaS. -»5£ ( I - 1 0) 




a-io) 



5 cfi*=£St)-r. ) Tw**t*tea«tt. -*« ( i - r ) 




f h7tKD77>§) U-V>&MZ2 0~1 5 Ot^fflV* 
5 £ <t KJ: D ff fc 3 C t *»TS £ . 
[1 13 HRj£ (I) Twan***Wfl:£H03"B, A 1 ** 
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R 14 



•c^snsft^. ?ut>%> ( i - 1 i) 



5 




(Ml) 



Wia-JK^ (IV) 7?^$n3ft^«5t> -«S (XK) 

<j)YS 

HN=C— A 2 " 1 — A 3 " 1 (XK) 

o~5 ot^R&Sitsctfc.fcOfrfcfrtt*. 
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[12] (i) xfKznzttmtt&qaiDtt* a'^-nr I7 r' 8 

IRSSfc-r.) T*£tl3fc£«", TfcfcS, -« (1-12) 




(1-12) 



(1-12*) 

O 



0-120 



A 1 -A 2 -X 




io (a*. ?'<T<DmmttmtmcM*z&t>T.) r^n^it^t, 

«5£ (XX) 

H-NR l7 R 18 (XX) 

(a+» -r^T©E^ttMf3t^i;si*sst>-r.), 
(yy) 
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cfrrdtJckoaut-rsctfeT^s. -asst a-120 -c^^n-s^t 

£&£-«5S; (XX) (YY) T*£ti*fl;£&<D£&tt. ±IB [5] (a) 

[13] (I) TjK$*l5*a9Hb£fc<B5%> A 2 . A 3 43<fctfR 2 

03£0*ta<&fel'30S#-COOH&. *SS> 75 /g, 75.SV 

-«S(I-13) 




10 R 2 " 2 

(iS*. A 2 " 2 . A 3 - 2 *<fc^R 2 - 2 tt-?-n^nA 2 , A 3 *5«tlXR 2 i:Ki;S 
3fc£gtoT. fcfc*U A , -VA , - , *J:tfR , - , ©3 , S©4>&<i:'bi:3© 
Sdt-COOHS. *K3. . 75 /g, 7§3VS*fett?7:i3>/S£ 

15 "T. ) TSSnSft^fi. iUfBHRS (I-l) , -#5$ (1-2) . - 
«3£ (1-3) , Hfcfi (1-4) , HRSt (1-5) . HteC (1-6) , 
HRS (1-7) » -*« (1-8) , -ttfc (1-9) . HRSt (I -1 
0) . (1-1 1) 43<fctf-*fe£ (1-12) T^£n5{b£«7 

;k*r'JAl*jM)F. BM4&#TC£ v U JI*©R4iMEJ&$ 

20 fc«iD**^K<fcs&#g^jStctfT£ tKi^Tfc Sirred twz 
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KxMJSA, #8#y*A$) * L<«;ittS ©*1£ 

4&£ffiV>T0~4 013©i&&T?Tfcfc>n£. 

9uu*fr&v**#'>* *»x^;i/. 7-V-JH!) WtBSg (INK. 
o-io orotigrefTfcfrtis. 

75 F* mitt. ^y***A75H») , IWXxJk KffiSfc 

7^--'^ik la^juxx^A^) ©#iet. mum ant a 
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-sa#set, o~2 o ot:©i&gTfTfcton<5. 

T. W. Greene, Protective Groups in Organic Synthesis, Wiley, New York, 
1991 \ZtR%tZft1th<Di><m^*>nZ. 

is ^\z%®%\zfro&&m\z&mx%zmr&ftteft\zmfe2nfci,\ «*. 

f£ T. W. Greene, Protective Groups in Organic Synthesis, Wiley, New York, 1991 

20 tstf snsa*, *nm'\z%®mzfr^mRmzfmr%z>mT;&ti\m\z 

Wfi£iStlfclt\ W%.t£ T. W. Greene, Protective Groups in Organic Synthesis, 
Wiley, New York, 1991 \Z3ffiLt<nith<DifiMK*>tlZ. 

hKj£ (n) , (m) , (iv) . (V) , (vi) , (vn-a) , (vn-b) . 
(vm- a) , (vm-b) . (ix) . (X) , Oa) , (xn) , (xra) . 
25 (xiv) . (xv) , (xvi) , (xvn) , (xvm) , Oax) £«fctf (xx) 
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N=C — A 2 ' 1 — A 3 " 1 (XX) 
HCI 

V R^OH > 

OR 35 

HN==C — A 2 ' 1 — A 3 " 1 (XK) 

Hfca (xx) T*£n£fc£&«a*n!<s*a\ 

1) O-tfhO (invitro) SsBTyfe'T 
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©HJX-ifiKe«& (pH8.0. ftftMUtt) . 1 0mM©fi{fc-r^->^ 
AJg«c. SmMCyft^Kh-JKi'^a) , O-Smg/m 1 ©lg«D 
5 NAIS$# 1 0 U 1 8 0 *i 1 £ Lfc. 

l&siOtf un^., o.oiu/tf ioparp (hn;y>iD £io 
m lgsiirr Lfc. 10m 2 0%hy*nni|*s&io 
Ou 1 £iD*.TE££f?JtU f06:4jWi.T**#y-ADP-U#-X^' 

10 y7#2>h Wv*-Ftt) TfflfcLfc. ^8<t£&®lfig«&tt#Ji 
<»«*) ©fit* 1 0 0 *i:LTi?ajl/fc5 0 



^2 8 





IC M (nM) 


5 




4 2 


4 


(14) 


88 


5 


(10) 


50 



IS 2) ^JfiiMSS^W^^^^ <H££tf&M) 

CT+^JEIMR (Jpn. J. Stroke, 8, 1 (1986), Stroke, 2Z 1624- 
1628 (1996) #SD £<ktfSS&SlR (Eur.J.PhannacoL,22Q,45 (1994) #88) <D& 
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imm 

6fe iBfl;^ ^K^) . <ifc£ttJi£lL ZRQM®. 

-m: (i) -c^n^mm(t^ -?-©#sft©&, sstfimis. 

Se«, K^fe, ffiS^^fwiDS 

ft***, &A-A&&0, llslto^, lmg^^ 1000m gOlgfflT, 
1 B HsW>S»[g|£Dfi:-§-$n*a\ *fcttj£A-A*;fc0, lEIC^. 
20 aimg*>5 1 0 0mg©«5BT, 1 B 1 lnlJ&>SS®2M£Pfi^ (#£L< «, 

25 
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«ps#ofe»<ortiBfflH)gsifctt, mi, am. *7t)m, mm, m 
scftoTsaMtL-aav^ns. ^icion-f-o^ (est, 

15 ns. 

mn&*<oitit><Dtommmmt. mmmz&&ztiz*m, mmm • %m> 

fc«^n«±©«ft««a<. HRttft8t>5tt«ffKfl! (JUS*. x*y- 

20 «, &$93i. mmm. a^aa, mag. ^sjsb. mm* mmm 
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SO (^*5>K, 77A7^>i, *UW<-h8 0 (SSiffigO ^) . 

6\*Mtxm\z%^Tmm-r5&fm®ftm\z£?T8m, mask*, £ 

^U-SOWKii^fttt, fli*tf*S4#!f$fi 2^68,691 ±OTMB 3,095,355 
tCBI/<EI4nTl»5. 

15 
25 

3 - t -^JI^5?^5 1 JU'>U;i'**^^^- 1 -yn^^>-fef> 
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Br ^ ' - ' OTBDMS 



15 



XT' 



Z-JU^>*?)VT)V3—)V (18.7g) iDzStT-fr&fr&TS. K (1 0 0 

mi) satfc> <<s.?v-)i (i3.6g) t-7^;io?*3 l ;io'U;i^D 

H (I5.8g) *»AT, &i&T2PSIBl«#Lfc. E£ig£«J** (3 0 0 
5 ml) Kim*. (M^> : »Kx^;P= 1 : 1 , 1 0 0m 1 x 2) 

TffifcHLfc. ttm&£*. 0.5N&SS. zKSitfffifn&^TJI&ifefrU -ft 

#.mm.-rbv.$i»-e&mt> a«u. TE«rt£®£W-rsggfl:£4& (mi 

g) £fffc/"~ 

TLC : R f 0.69 ('s+lf^ : ft&X3Ml/= 19:1); 
10 NMR (CDCI3) : 8 737 (br-s,lH), 7.26 Gn,lH), 7.16-7.06 (m,2H), 4.60 (s, 
2H) , 0.84 (s, 9H) , 0.00 (s, 6H) . 

4- (3- (\z\*u*i/*f>M 7x-;W -2H-7*?5»-l-*> 




-7if^i/^hW (155g) ©f h7kh'D77> (1 0 Oml) 
2-*?7a*2.?> (SSS) &HD;lfc&. ##Wn?»iSLfcfl:^ (30.1 

T&UHS. il*7^;UBS (I4.8g) Of h7tl«D77> (1 0 Oml) JS«E 
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\Z1 SWtiTFL. MfotS 0#lffl8t#L&. SltHKti: 6 Nil (1 0 
0ml) SftlA, ilT-»lfc, S^S^S^TiaftUfc^ M 

5 HJ (100ml) KJS#U X-f)V? (SOml) -?ifci*U 
*S*12N&Bfc (2 5ml) "CBftttfCtfc^ tf&Xf 1 * (2 0 0ml) 

«H8Lfc. #S (20Jg) *X^y-;i/ (3 0 0ml) £J£#U 80%tH 
10 l*fc& (4ml) £iD;L, Stitm&mLlt. »MBd**3k»b. 

(7.45 g) 

TLC : R f 0J0 (^PD*;PA : ^^/-;U=9 : 1) ; 
N M R (DMSO-d^ : 6 12.83 (br-s, 1H) , 833 (m, 1H) , 7.92-7.84 (m, 2H) , 7.68 
15 (m, 1H) , 7.54-7.42 (m, 4H) , 5.29 (t, J = 5.4 Hz, 1H) , 4.59 (d,J = 5.4 Hz, 2H) . 

4- (3- Mantf-M 7x~;U) -2H-7*9S»- 1 

O 




.CI 



20 \ m&m l*CHiSLfcfl:£» (2J2g) ©v^^l/^VATS H (30ml) 
SfflclC, 2. 4, 6-3'J-^> (3.96ml) , 7 -f K (9 2 9 u 1) 
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^'JfJA^n^ H (5 9 3mg) SiiDA-C giaT2P$ia«#Lfc. 

5 TLC : R f 0.44 (t?naft)l& : 1 0 : 1) ; 

NMR (DMSOdj) : fi 12.87 (s, 1H), 8J4 (m, 1H), 7.94-7.84 (m, 2H), 
7.70-7.54 (m, 5H), 4.87 (s, 2H) . 

10 4- (3- (T^K^fMU) 7x-JW -2H-7^7i?>-l-t> 




#%092TSS3iLfc<t^4& (i.00g) 0-;?*3\M^A7S H (3 0ml) 
WmzTVfcl-YWh, (7 2 2mg) fcJnAT. 9 0tT!lWNBW»Lfc. 

Effigy** (2 oom I) Kim*. ffittiLjfcifcS&fcSBLfc. *>wta 

(9 4 5mg> 

TL C : R f 0.44(^PD*;UA: X?/—)V=1 0 : 1) ; 

NMR (DMSOd.) : (5 1287 (s, 1H) , 834 (m, 1H) , 7.92-7.86 (m, 2H) , 7.67 (m, 

1H) , 7.62-7 52 (m, 4H) , 4.57 (s, 2H) . 

20 

£jfifll2 
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4- (3- {7*J**M 7x-JW -2H-7^7^>-l-t>-i| 




##093-dSiStfefli^ (7 0 7mg) Scttf-S^baS (7 0mg) 
5 0fh7hHD77> (3 0ml) -X.9J-)V (7.5m 1 ) *3S 

ss&t. i»i«f»Lfc. 3&£»ffiL&. im^^b? 

th*D77> (15ml) CttffU 4N«K-»I6X^;^?8E (2ml) 
SlD;tT. tfm^fcft®!Kl£3IfcL£. 3IR&£#B&x^Tife?£U TIB 
•tttt**T***Wfca* (7 2 5mg) 
10 TL C : R f 022 (^nn*;UA: 2 8«7>*r7*=l 0 

0- : 10:1); 

NMR (DMSOds) : <3 12.91 (s, 1H) , 8.46 (br, 3H) , 8 35 (m, 1H) , 7.94-7.87 (m, 
2H) , 7.78-7.70 (m, 2H) , 7.68-758 (m, 3H) , 4.12 (br-q, J = 5.4 Hz, 2H) . 

15 £36013 

4- (3- (S^^TS/*^) 7x=;W -2H-7^7^>-l- 
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o 




&%m2i:8&h1tft&yi (13 5mg) <DV*?-)l*)Ux7S. K (3m 
1 ) &m\Zi?*?)l7S.><D*? (2.0M, 7 5 0 tf 1 ) £fill£T, 

9ot:T3'g.«-iai^tfe. ejot£*si«x^ji,t**u *, fiSft& 

»J8Lfc. J8»*S«X*;H=W*U 4Njfi{t*&-ft®X 
(0.5ml) £ini;LT, WHibfc£tiB#l£3ffiLfc. •3&%£Ifl&X 
^;i/Tife#U Tffi&&®£WT5*fg"M:£*& (13 9mg) 
TLC: Rf 035(trumfr)VA: *9S—)\>=9 : I) ; 
10 NMR (DMSO^U : 5 12.92 (s, 1H) , 10.64 (br, 1H) , 834 (m, 1H) , 7.94-7.87 
(m,2H), 7.79-7.61 (m, 5H) , 4.36 (d, J = 5.1 Hz, 2H) , 2.73 (d, J = 5.1 Hz, 6H) . 

4- (3-*;i/5Jk7xX;U) -2H-7^7i?>-l-t> 

O 
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$mm 1 XWklsltfcG® (l.01g) OS^^jWPATS K (4 0 m 1 ) 

mtsz. (6.96g) san*, fflrci«fflffl»i/fc. mm** 

g{fc;-&$J (8 3 0mg) 
5 TLC : R f 0.54 (irumtOVA : *2/-)l= 9 : 1) : 

NMR (DMSO-d*) : 8 12.93 (br-s, 1H), 10.11 (s, 1H), 8.35 (m, 1H), 8.11 (s, 
1H),8.06 (d, J =7.5 Hz, 1H), 7.96-7.88 <m,3H>,7.78 (t, J = 7.5 Hz, 1H), 7.68 (m, 
1H). _ t. 

10 

4- (3- (5- (t -"7h*->#;U#n;P7S>0 WJ^TSy) 7i 



4- (3-75/7ir;W -2H-7^7->*>- 1 (8 2 5mg) 

15 <DS>*^*)PA75 H (9.00m I ) MIT 5 - t -f h*^#;M* 

-)V75.S^>?>m. (7 5 5mg) , 1 -k Vu*i/l> % ShV TV-*- 
(4 7 0mg) . hUX5 L ;i'75> (0.53ml) £J:tf 1 -X^;P- 3 - (3 
-5**^75 /7nK;M *JMW3FaHKt (7 34mg) £Jn*., 

20 mmvit. temto&fc&&zfimi&&fc-cmxft&is, m*m&r?if*>"5 
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«ffTft*au Twta i &mtt-rz*mut,&® (9 7 6mg) 

TLC : Rf OJl C**/-;P: irDO*M=l : 10); 
5 NMR (DMSO-dj) : 6 12.83 (s, 1H), 10.04 (s, 1H), 8.35-832 (m, 1H), 
. 7.94-7.86 (m, 3H) , 7.73-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.23 (d, J = 7.8 Hz, 
1H) , 6.79 (brt, J = 5.2Hz, 1H),2.91 (q, J = 6.9 Hz^2H) , 2_31 (t, J = 7.4 Hz, 2H) , 
1.58-1.37 (m,4H), 1.35 (s,9H). t 

e V 

10 ISi6gil4 (1) ~£%g!l4 (2 7) 

4- (3 -75/ 7xnjU) -2H-7*7v ? >-l-:*>fcJ:tflfc&60!J 

15 SILT, KTKl^-r*»Wfl:^S#fe. 

&&S0H4 (2 0) CD^aSSifi-rsidRLTtt. 4- (3-kH 
U*->7ir;|/) -2H-7^7y>-l-t>fe.ktf5-t -^h^->* 

20 mmm4 (i) 

4- (3- (2- (t-^h+i/*;Hl?rj|/75/) 7-1:^75/) 7i 
-2H-7*7v J >-l-*> 
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TLC : R f. 0.35 : ^on^A- 1:10); ■ ■ 

NMR (DMSCM.) : 4 12.85 (s, 1H) , 10.10 (s, 1H) , 8 M (m, 1H) , 7.90 <m,iH) , 
7.72 (d, J = 8.0 Hz, 2H), 7.48 (t, J = 8.0 Hz, 1H), 726 (d, J = 8.0 Hz, 1H), 7.05 (t, 
5 J = 5.9 Hz, 1H), 3.73 (d,J = 5.9Hz,2H),138 (s,9H). 



mmm4 (2) 

4- (3- (4- («>3>A>**S'1]fr#=Jl7S/) ^U^TSy) 7 
x-;P) -2H-7^7V>- 1 



10 




TLC :Rf 0.45 *nDjjv^A=l : 1 0) ; 

NMRtoMSO-d,) : fi 12.84 (s, 1H), 10.07 (s, 1H),834 (m, 1H),7.89 (m, 3H), 
7.72 (m,2H),7.46 (t, J = 7.8 Hz, 1H), 7.27 (m, 6H) , 4.99 (a, 2H) , 3.05 (m,2S0, 
234 (t,J = 7.4Hz,2H),1.72(m,2H). 
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**«4 (3) 

4- (3- (6- (t-yh*^*^#r^75/) / \*^/<JU7= /) 
7x-;» -2H-7*7$?>-l-:*> 




TLC : Rf 0A2(*9;-)V: *nn*;UA-l : 1 0) ; 
NMR(DMSO-ds) : 5 12.84 (s, 1H), 10.04 (s, 1H), 834 (m, 1H), 7.91 (m, 3H), 
7.72 (m,2H),7.46 (t, J = 8.0 Hz, 1H), 7.23 (d, J = 8.0 Hz, 1H) , 6.75 (m,lH),2.89 
(q, J = 6.8 Hz, 2H), 2 JO (t, J = 7.4 Hz, 2H) , 1.43 (m, 6H),1J4 (s,9H). 

*»«4 (4) 

4- (3- (3- (^>i?;u^>*j^-;P75y) ^oKtr;P75y) 

7x-JP) -2H-7*75?>-l-:*> 
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TLC : R f 0.43 : 9ua-fc)[,&= 1:10); 

NMROJMSO-da): d 12.84 (s, 1H), 10.13 (s, 1H), 834 (m,lH),7.89 (m,3H), 
7.71 (m, 2H), 7.43 (t, J = 8.0 Hz, 1H) , 7.29 (m, 6H), 5.00 (s, 2H), 3.22 (m, 2H), 
232 (t,J-6.8Hz,2H). 



ISffiflH (5) 

4- (3- (2- (t-yh+->*JI/!i?-Jl/7Sy) 7±9-)l7S./^9-M 
■7x-JU) -2H-7^7y>- 1 v 



10 TLC:Rf 0.44 (^DD3j>JUA : pt^y-;i/=9 : 1) ; 

NMR (DMSO-d«) : <5 12.82 (s, 1H) , 838-831 (m, 2H) , 7.92-7.84 (m, 2H) , 
7.66 Gn, 1H) , 731-738 (m, 4H) , 6.97 (t, J = 6.0 Hz, 1H) , 437 (d, J = 6.0 Hz, 2H) , 
335 (d, J = 6.0 Hz, 2H), 131 (s,9H). 

15 §5660*4 (6) 

4- (3- (3- (t-7h*'>ti)\,-#-)V7$y) ^Ptf^-^TSy^ 
-2H-7^7J?>-l-t> 



5 
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TL C : R f . 0.44 (CHQ 3 : McOH= 9:1); 

NMR (DMSO-d*) :6 12.83 (s, 1H) , 8.43 (t, J = 6.0 Hz, 1H) , 833 (m, ife) , 
7.92-7.85 (m, 2H) , 7.67 (m, 1H) , 7 .52-7 .38 (m, 4H) , 6.74 (t, J = 6.0 Hz, 1H) , 4 .35 
5 (d, J = 6.0 Hz, 2H), 3.13 (m, 2H) , 2.29 (t, J = 7.2 Hz, 2H) , 1.31 (s,9H). 

£flfifll4 (7) 

4- (3- (l- t-yh*->*;i'3j?-ji/fc!^u^>-4-'f;u*;^-;V 

75/) -2H-7^7y>- 1 



10 




TL C : R f 031 &9J—fr : * OD:KJUA=l : 1 0) ; 
NMRtoMSO-d^ : 6 12.84 (s, 1H), 10.10 (s, 1H) , 8.34 (m, 1H) , 7.90 Cm, 3H) , 
7.72 (m, 2H), 7.46 (t, J = 7.8 Hz, 1H), 725 (d, J = 7.8 Hz, 1H), 3.99 (brd, 2H), 
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2.80 (m, 3H), 1.78 (brd, 2H) , 1.49 (m, 2H), 139 (s, 9H). 
&»gl4 (8) 

4- (3- (4- (t-^h+^Mfcyprsy) 7*Vfr7$./*5-M 
5 7irjW -2H-7^7X>- 1 

O 




TLC : R f 0.45 (£Dn*;PA : **/-;i/=9 : 1) ; 
NMR (DMSOcO : 6 12.83 (s, 1H), 8.40-830 (m, 2H) , 7.92-7.84 (m, 2H) , 
7.67 (m, 1H) , 7 32-7 38 (m, 4H) , 6.78 (t, J = 5 J Hz, 1H) , 434 (d, J = 5 3 Hz, 2H) , 
10 2.89 (m,2H),2.12 (t,J =7JHz,2H), 1.60 (quint, J = 73Hz,2H), 131 (s,9H). 

3«lfl4 (9) 

4- (3- (5- <t-:/h*5o&JM?-AT3y) /tWj;i/75 
7x-JW -2H-7^7y>-l-t> 



99 



WO 00/44726 



PCT/JP00/00319 



10 




T Ych, 

O CH 3 ^ 



TLC:Rf 0.45 (£no3j>;P£ : **y-jp=9 : 1) ; 
NMR (DMSCMj) : 6 12.83 (s, 1H) , 838-8.30 (m, 2H) , 7.92-7.84 (m, 2H>, 
7.67 (m, 1H) , 7.52-7.37 (m, 4H) , 6.74 (t, J = 5.5 Hz, 1H) , 4 M (d, J = 5 .5 Hz, 2H) , 
5 2.86 (m,2H),2.12 (t, J = 72 Hz, 2H) , 1.48 (m, 2H) , 1 38-1.27 (m, UH) . 



4 (1 0) 



4- (2- (5- (t-yh+->*;^-;UT5/) nWJ;P75/) 7i 
-2H-7^7y>- 1 -*y 




T T Y< 

O O CH 



H 

N^^O. ^CH 3 

CHs 
CH3 



TLC : Rf 0.42 (*9J-)V: 2uu*)\,k=l : 2 0) ; 
NMR (DMSOA) : 5 1180 (s, 1H) , 920 (s, 1H), 831-826 (m, 1H), 7.84- 
7.75 (m, 3H) , 7.49 (ddd, J = 7.0, 7.0, 1.5 Hz, 1H), 7.40 (dd, J = 7.0, 15 Hz, 1H), 
728 (ddd, J = 7.0, 7.0, 1.5 Hz, 1H) , 721 (dd, J = 7.0, 13 Hz, 1H), 6.67 (bit, 1H) , 
15 2.73 (brq, 2H) , 1.92 (bit, 2H) , 135 (s, 9H) , 123-136 (m, 4H) . 
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ansm (i i) 

4- (3- (3- « >H-^-3— f;W ^otf^--;i/75y) 7izW 
-2H-7^7i?>-l-t> 

O 




TLC:Rf 0.42(^^7-^: £n3P*;PA=l : 1 0) ; 
NMR (DMSO-dj) : 5 12.84 (s, 1H) , 10.75 (s, 1H) , 10.10 (s, 1H) , 8.35-8.32 Gn, 
1H) , 7.92-7.88 Gn, 3H) , 7.74-7.71 Gn, 2H) , 7.55 (d, J = 7.8 Hz, 1H) , 7.49 (t, J = 
7.8 Hz, 1H), 731 (d, J = 7.8 Hz, 1H), 7.24 (d, J = 7.8 Hz, 1H) , 7.12 (d, J = 1.8 Hz, 
10 1H), 7.05 (t, J = 7.8 Hz, 1H), 6.95 (t, J = 7.8 Hz, 1H), 3.02 (t, J = 7.2 Hz, 2H), 
2.70 (t, J s 7.2 Hz, 2H) o 

gasflu (12 ) 

4- (3- (5-^*1) /AH) ;U75/) 7i-JW -2H-7^7>? 
15 >- 1 
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O 



7U-#: 




TLC : R C 0L22 (i7ap*;PA : : SfB6=8 : 1 : 1) ; 

NMR (DMSO) : 6 12.83 (s, 1H>, 10.04 (s, 1H) ,835-8.32 (m, 1H), 7.92-7.85 
5 (m, 3H) , 7.74-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 725-7.22 (m, 1H) , 336-3 JO 
(m, 4H) , 238-222 (m, 8H) , 1.66-138 (m, 4H) o 

TLC : R f 0.55 (i;nn^)VA : j**/-;i>=8 : 2) ; 
10 NMR (DMSO-d*) : <3 12.85 (s, 1H), 10.44 (bts, 1H), 1022 (s, 1H), 834 (m, 
1H) , 7.94-7.84 (m, 3H) , 7.76-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 724 (d, J = 
7.8 Hz, 1H), 4.00-3.60 (m, 4H), 330-324 (m, 2H, overlap ped with HjO), 3.20- 
2.90 (m,4H),2.40 (t, J = 72 Hz, 2H>, 1.80-1.60 (m,4H). 

15 *9>*)v&>mm.: 

TLC : R f 0.60 : : »&=8 : 1 : 1) ; 

NMR (DMSO) : 6 12.85 (s, 1H), 10.13 (s, 1H), 9.46 (bis, 1H), 835-832 (m, 
1H) , 7.93-7.88 (m, 3H) , 7.72-7.69 (m, 2H) , 7.47 (t, J = 7.8 Hz, 1H), 726 (d, J = 
7.8 Hz, 1H) , 3.97-3.93 (m, 2H) , 3.70-338 (m, overlapped H,0, 2H) , 3.43-339 (m, 
20 2H) , 3.16-2.98 (m, 4H> , 2.42-238 (m, 2H) , 233 (s, 3H) , 1.78-1.60 (m, 4H) . 
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l/2fi!E£g: 

TLC : R f 0.61 <£Pn*;kk : : R8= 8 : 2 : 1) ; 

NMR (DMSO-ds, DMSO = 2.49ppm) : <5 12.84 (s, 1H), 10.08 (s, 1H), 9.57 
5 (bis, 1H) , 835-832 (m, 1H) , 7.91-7.87 (m, 3H) , 7.73-7.70 (m, 2H) , 7.46 (t, J = 
7.8 Hz, 1H), 7.24 (d, J = 7.8 Hz, 1H), 3.65-3.15 (m, 6H), 2.72 (m, 4H), 236 (t, J 
= 6.6 Hz, 2H) , 1.58 (bis, 4H) . 

""• ■ • V 

p- Wi/x;*XMs>8&£: 

10 TLC : R f 0.36 (^nn^A : *9/-Jl=8 : 2) ; 

NMR (DMSO-ds, DMSO = 2.49ppm) : 3 12.85 (s, 1H), 10.12 (s, 1H), 9.42 
(bis, 1H) , 835-832 (m, 1H) , 7.91-7.88 (m, 3H) , 7.72-7.69 (m, 2H) , 7 .50-7.44 (m, 
3H), 7.25 (d, J = 7.8 Hz, 1H) , 7.09 (d, J = 8.1 Hz, 2H) , 3.98-3.93 (m, 2H), 3.65- 
3.57 (m, 2H) , 3.44-339 (m, 2H) , 3.11-3.01 (m, 4H) , 2.40 (t, J = 6.6 Hz, 2H) , 2^7 

15 (s,3H), 1.64 (m,4H)o 

TLC : R f 0.78 (£on#;PA : *:5V-;U=8 : 2) ; 
NMR (DMSO-d* DMSO - 2.49ppm) : 0 1285 (s, 1H), 10.11 (s, 1H), 835- 
20 832 (m, 1H) , 7.91-7.88 Gn, 3H) , 7.71-7.69 (m, 2H) , 7.47 (t, J = 7.8 Hz, 1H), 7.25 
(d, J = 7.8 Hz, 1H) , 6.02 (s, 2H) , 3.75-3.02 (m, 10H) , 239 (bis, 2H) , 1.63 (bis, 
4H). 

mmm4 (i 3) 

25 4- (3- (2- (K»jy>-4— fJW 7*^*75/) 7i=*) -2 
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o 




TL C : R f 031(^^^-^:^00*^=1:10); 
NMR (DMSO-dj) :6 1Z84 (s,lH), 10.46 (s,lH), 8.49 (d, J = 63 Hz, 2H) , 
834-831 (m," lH) , 7.91-7.86 (m, 3H) , 7.72-7.69 (m, 2H) , 7.48 (t, J = 7.8 Hz, 1H) , 
5 734 (d, J = 63 Hz, 2H), 7.27 (d, J = 7.8 Hz, 1H) , 3.73 (s,2H). 

HMgH4 (14) 

4 _ ( 3 - ( 5 _ <KoU5»-l— fJW AWJ^TS/) 7iZiW - 



10 




TL C : R f Q39 (9nmfr)l&:*9 2 8 367> ; E-77k=4 0 : 
10:1): 

NMR (DMSO-dj) : 6 12.85 (s, 1H) , 10.22 (s, 1H) , 10.14 (br-s, 1H) , 834 (m, 
15 1H) , 7.94-7.86 (m, 3H) , 7.74-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 724 (d, J = 
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7.8 Hz, 1H), 3.60-2^0 (m, 6H, overlapped with H,0), 239 (t, J = 6.5 Hz, 2H), 
2.00-1.80 (m, 4H) , 1.74-1J8 (m, 4H) . 

5 TLC :Rf 028 0**/—*: ^DOjWUA : SfBS= 1 : 9 : 1) ; 

NMR (DMSO-d,) : 8 12.85 (s, 1H), 10.12 (s, 1H),934 (bis, 1H) , 836-8 31 
(m, 1H) , 7.94-7.86 (m, 3H) , 7.74-7.67 (m, 2H) , 7.47 (t, J = 7.8 Hz, 1H) , 7.25 (d, J 
= 7.8 Hz, 1HJ , 3 .56-3.46 (m, 2H) , 3.18-3.08 (m, 2H) , 3.04-190 (m, 2H) , 23*0, I 
= 63 Hz, 2H) ; 230 (s, 3H) , 2.05-1.76 (m, 4H) , 1.74-1.56 (m, 4H) . 

10 

HffiflU (15) 

4- (3- (5- (ittrjlTS.;) A*WJ;i/7SyO 7i-W -2H- 



15 TLC :R f 039(^00*^:^^/-^: 2 8X7>*=7*-40 : 

10:1); 

NMR (DMSO-dj) : d 12.85 (s, 1H) , 10.25 (s, 1H) , 10.02 (br-s, 1H) , 834 (m, 
1H), 7.94-7.84 (m, 3H), 7.76-7.68 (m, 2H), 7.46 (t, J = 7.8 Hz, 1H) , 7 34 (d, J = 
7.8 Hz, 1H), 3.07-3.00 (m, 2H), 2.72 (d, J = 4.8 Hz, 6H), 2.40 (t, J = 6.8 Hz, 2H), 
20 1.72-1 .58 (m,4H). 



O 




•HCI 
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mmm4 (i6) 

4- (3- (3- <KUS?>-3— f*) ^Dfcf^-;UT5y) 7i-JW 




TLC : R f 033 ^00*JUA=1 : 1 0) ; 

NMR (DMSO-dj) :fi 12.84 (s, 1H) , 10.10 (s, 1H) , 8.47 (d, J = 1.8 Hz, 1H) , 
839 (dd, J = 4.8, 1.8 Hz, 1H) , 835-832 (m, 1H) , 7.91-7.84 (m, 3H) , 7.72-7.65 (m, 
3H), 7.46 (t, J = 7.8 Hz, 1H),7.29 (dd, J = 7.8, 4.8 Hz, 1H), 7.24 (d, J = 7.8 Hz, 
10 1H) , 2.95-2.88 (m, 2H) , 2.72-2.65 (m, 2H) . 

^SfigH (1 7) 

4- (3- (5- (N-^^-N- t-yh*v*;^-;P75/) 
V)V7^J) -2H-7^7^>-l-t> 
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fl r 

H I 

CH 3 

T L C : R f .-0.57 □ n^PA \ }>5 J —)V— 9- : 1 ) : 

t 

NMR (DMKMP : 6 1283 (s, 1H), 10.05 (s, 1H),8J4 <m, 1H), 7.94-7.84. Sn, 
3H) . 7.74-7.66 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 723 (d, J = 7.8 Hz, 1H) , 3.15 (t, 
5 J = 6.6 Hz, 2H), 2.74 (s,3H),234 (t, J = 6.8 Hz, 2H) , 1.60-1.42 (m,4H),L36 (s, 
9H). 

(18) 

4- (3- (2- (2- (t-^h+->*;^-;U7S/) x?;^*) 7 

10 -b^PTSy) 7i=;W -2H-7*5S?>-l-*> 

o 



o o 

TLCrRf 057(^DD^;PA : *9/—fr=9 : 1) ; 
NMR (DMSOd,) : a 12.84 (s, 1H), 1025 (s, 1H), 8.34 (m, 1H) , 7.94-7.85 (m, 
3H), 7.74-7.66 (m,2H),7.48 (t, J = 7.8 Hz, 1H) , 727 (d, J = 7.8 Hz, 1H) , 6.91 (m, 
15 1H),3J3 (s,2H),3.13 Gn,2H),2.65 (t, J = 72 Hz, 2H) , 1 .34 (s,9H). 
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mmm4 (i 9) 

4- (3- (2- (N- (2- (t-yh+->*;U5j?-;|/75y) JL?M 
-N- t -yh+->*;U^-^7 = y) 7*^75/) 7i-JW -2H 
5 -7^7y>-l-t> 

O 




TL C : R f 0J7(^dp*;PA : 9 : 1) ; 

NMR (DMSOA) : (5 12.83 (s,lH), 10.19 and 10.17 (each s, total 1H), 8.34 
Gn, 1H) , 7.94-7.85 Gn, 3H) , 7.74-7.66 Gn, 2H) , 7.49 (t, J = 7.8 Hz, 1H) , 7.27 (d, J 
10 = 7.8 Hz, 1H) , 6.73 Gn, 1H) , 3.98 and 3.93 (each s, total 2H) , 3 .30-3.24 Gn, 2H, 
overlapped with H,0) , 3.06 Gn, 2H) , 1.40-1.26 Gn, 18H) . 

^SW4 (2 0) 

4- (3- (5- (t-yh*'>3t7;i/#-JP75/) 7i 
15 -;W -2H-7^7i?>-l-^> 
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o 




TLC : R f 0J6(^^/-;U: ^nn^A=l : 2 0) ; 
NMR (DKfSO-d.) :5 12^9 Cs, 1H), 8 J6-8.32 (m, 1H), 7.96-7.85 (m/^l), 
7.70-7.66 (ntf 1H) , 7.60 (t, J = 7.6 Hz, 1H) , 7.48 (d, J = 7.6 Hz, 1H) , 7 .36 (m, 1H> , 
5 731-727 (m, 1H), 6.82 (brt, 1H), 2.94 (q, 'j = 6.2 Hz, 2H), 2.60 (t, J = 7.0 Hz, 
2H) , 1.66-1.42 (m, 4H) , 1 34 (s, 9H) . 

fSffiflU (2 1) 

4- (3- (2- (3- (t-:/b*->#;M?-;U75/) 7iZJP) 
10 ^JU75/) 7x-JW -2H-7*7i»- 1 -*> 




TLC : R f 0.27 *on*Jk&=l : 2 0) ; 

NMR (DMSO-d.) : 5 12.84 (s, 1H), 10.34 (s, 1H), 930 (s, 1H) , 8.35-8 31 (m, 
1H) , 754-7.87 (m, 3H) , 7.74-7.69 (m, 2H) , 7.51-7.43 (m, 2H) , 7.26 (d, J = 7 JS Hz, 
15 1H), 7.25 (d, J a 9.2 Hz, 1H), 7.17 (t, J = 7.2 Hz, 1H), 6.93 (d, J = 7.2 Hz, 1H), 
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3.59 (s, 2H), 1.44 (s,9H). 
%mM4 (2 2) 

4- (3- (3- (t -7b*i'il)V$=.fr7£/ ^>V-C)V7S. 
5 /) 7x.~M -2H-7^7^>-l-t> 

O 



TLC:Rf 0.48(/^y-^: ^onjJ>;i,A=l : 1 0) ; 
NMR (DMSO-dt) : 5 12.87 (s, 1H), 10.42 (s, 1H), 8.37-833 (m, 1H), 
8.04-7.76 (m, 6H) , 758-7.45 da, 5H) , 7 32 (d, J = 8.0 Hz, 1H), 4.20 (d,J = 6.0 Hz, 
10 2R),138 <s,9H). 

&8Sfll4 (2 3) 

4- (3- (h?>*-4- (t-^h+S'fcJPtfr^TS/*^) 





1 LCH 3 
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o 




TL C : R £-0.62 (s\*D-> : B«X^= 1:4); 
NMR (DMSO-d.) : 6 12.83 (s, 1H), 9.98 (s, 1H), 834 (m, 1H) , 7.94-7.84 (m, 
3H) , 7.74-7.70 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 7.22 (d, J = 7.8 Hz, 1H) , 6.80 (t, 
5 J = S.7 Hz, 1H) , 2.78 (m, 2H), 227 (m, 1H), 1.90-1.70 (m, 4H), 1.50-1.20 (m, 
12H), 0.98-0.82 (m,2H). 

HifiW4 (2 4) 

4- (3 - (4- (t-^h+^^Jp-^T^y) □A+J/Jl^M? 




TL C : R f 0.62 : B*Kx^= 1:4); 
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NMR (DMSO-dj) : * 12.83 (s, 1H), 9.99 and 9.91 (each s, total 1H), 834 (m, 
1H) , 7.94-7.84 (m, 3H) , 7.74-7.68 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H), 723 (d, J = 
7.8 Hz, 1H), 6.74 (m,lH), 3.48 (m, 1H) , 2.40 (m, 1H), 1.92-126 (m,17H). 

5 £ffig94 (2 5) 

4- (3- (4- (t-^h*->*;P3}?-;P75y^f-;w) <>y<;PT5 



TL C : R f 0.48 : 1«X*W= 1 : 4) ; 

10 NMR (DMSO-dj) : 5 12.86 Cs, 1H), 1036 (s, 1H) , 8 34 (m, 1H) , 8.04 (t, J = 
1.8 Hz, 1H) , 7.96-7.86 (m, 5H) , 7.78 (m, 1H) , 735-7.44 (m, 2H), 7.37 (t, J = 8.4 
Hz,2H),732 (d,J = 7.8Hz,lH),4.19 (d, J = 63 Hz, 1H) , 139 (s,9H). 

&fififl4 (2 6) 

15 4- (3- (2- (4- (t--/h*^*;^r;U75/) 7x=l;|/) 7-fc 
^JP75/) 7ilJW -2H-7^7y>- 1 -*> 
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T L C : R f 0.48 (A*-y-> : ftKX?MU= 1:4): 
NMR (DMSOO : 6 12.83 (s, 1H), 10.28 (s, 1H),9.26 (s, 1H), 833 (m, fH), 
7.94-7.84 (m;3H), 7.74-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 737 (d, J = 8.4 Hz, 
5 2H),7.25 (d,J = 7.8Hz,lH),7.19(d,J = 8.4Hz,2H),3J6(s,2H),1.45 (s,9H). 

(2 7) 

4- (3- ((E) -3- (l - (t-yh*->*;i/^-;w -f 5. yv—JV 
-4-^)1) ZfU^J-( )VT^J) 7iz;W -2H-7^7-y>- 1 -it 
10 > 

o 




TLC : R f 0.52 O^y-^: ^□□*M=1 : 1 0) ; 

NMR (DMSO-d») : 5 1285 (s, 1H) , 1039 (s, 1H) , 836-833 (m, 1H) , 827 (s, 
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1H), 7.97-7.74 (m, 6H), 7.50 (t, J = 7.8 Hz, 1H), 7.47 (d, J = 15.6 Hz, 1H) , 7.27 
(d, J = 7.8 Hz, 1H), 6.93 (d, J = 15.6 Hz, 1H), 1.57 (s,9H). 

5 4- (3- <5-75/A*Uy;P7S/) 7x-JU) -2H-75'7y>- 

0 




NH 2 



i&lSflKTfiiiLfcfl:^® (8 5 Omg) <D*9/-)l< (6.00m 1) SffiC, 
*?&T, 4N^*SS^*-y->»S£ (3.00ml) £SSTU gi&T2H#H« 

U TSB4&&te£^S#f893fc£% (&K& : 4 7 8mg) S^fc. S £ 

15 

TLC : R f 0J5(^nn3j>;PA:^^y-^:»l6=8 : 2 :0J) ; 
NMR (DMSO-dj, DMSO = 2.49ppm) : 5 12.85 (s, 1H) , 10.32 (s, 1H) , 836- 
832 (m, 1H) , 7.95-7.85 (m, 3H) , 7.77-7.70 (m, 2H) , 7.46 (t, J = 8.0 Hz, 1H) , 7.24 
20 (d, J = 8.0 Hz, 1H), 2.80-2.76 (m, 2H) , 238 (t, J = 7.0 Hz, 2H) , 1.64-1.62 (m,4H). 
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TLC : R f 0.12 (^ODjJvJPA : **y-^=8 : 2) ; 
NMR (DMSO-d* DMSO = 149ppm) : 5 12.85 (s, 1H), 10.13 (s, 1H) , 834 (m, 
5 1H),7.89 (m,3H),7.72 (m, 4H) , 7.47 (t, J = 7.8 Hz, 1H) , 7.25 (d, J = 7.8 Hz, 1H) , 
2.80 (m, 2H) , 137 (t, J = 6.0 Hz, 2H) , 1.60 (m, 4H) . 

TLC.-R £>0il7 (^nD*M : : Bttft= 8 : 2 : 0.5) ; 

10 NMR (DMSO-d* DMSO = 2.49ppm) : 3 12.84 (brs, 1H), 10.18 (s, 1H), 
8 35-832 (m, 1H) , 7.92-7.86 (m, 3H) , 7.73-7.70 (m, 5H) , 7.46 (t, J = 7.8 Hz, 1H) , 
7.24 (d,J = 7.8Hz,lH),2.79 (t, J = 6.9 Hz, 2H) , 237 (t, J = 6.9 Hz, 2H) , 2.29 (s, 
3H),1.62 (m,4H). 

15 mmms (i) ^hm^s (i 9) 

immTK^fcfcat&OfttoOfc. *JKfl4 (1) . *JMI4 (3) . 
I£660«4 (5) ~£JK*94 (10) *<fctfHJ60J4 (17) ~$lfe0i4 (2 

20 ££9, KTlc«"r*»9Ml:i&**»&. 
^gH5 (1) 

4- (3- (2-75/7-fc?-;W7Sy) 7iXJW -2H-7*55*>- 
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TLC : R f 022U^/-;i/: ^OD*;i/A=2 : 8) ; 
NMR (DKEO-d*) : <5 12.88 (s, 1H), 10.63 (s, 1H) , 835 (m, 1H), 8.13 W 
2H),7.89 (nJ"3H),7.72 (m,2H),7.54 (t, J = 7.8 Hz, 1H) , 7 .34 (d, J = 7.8 Hz, 1H) , 
S 3.81 (s,2H). 

3306015 (2) 

4- (3- (6-75y\*1iV-OU7Sy) 7i-W -2H-7^7V 

>- 1 • h u 7;^oK»S 




• CF3COOH 



TLC : R f 0.13 ^na*;WA=2 : 8) ; 

NMR (DMSO-d») : 5 12.85 (s, 1H) , 10.09 (s, 1H) , 834 (m, 1H) , 7.83 (m,2H), 
7.71 (m,3H),7.47 (t, J = 7.8 Hz, 1H) , 7.24 (d, J = 7.8 Hz, 1H), 2.76 (m,2H),2J3 
(t, J = 7.0 Hz, 2H), 1.61 Gn,4H),lJ4(m,2H). 
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*»«5 (3) 

4- (3- (.2-7^/7^)175./ 7x.-)l) -2H-7&7 
V>- 1 • g&& 

O 



y^NHj . HC I 

TLC : R f 0.40 (£DD;i>;kk : tjrS-fr: 2 8X7> ; E-7*=1 0 
0:20:1); 

NMR (DMSO-dj) : <5 1186 (s, 1H), 8.98 (t, J = 6.0 Hz, 1H) , 834 (m, 1H), 
8.09 (br, 3H), 7.94-7.86 (m, 2H), 7.67 (m, 1H), 7.55-7.44 (m, 4H), 4.44 (d, J = 
10 6.0 Hz, 2H), 3.60 (m,2H). 

£«S*I5 (4) 

4- (3- (3 -7 S. S 7um--)l,7 S. J 7irJW - 2H-7 
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•HCI 



TLC : R f 0.14 A: : 2 8X7^-7*= 1 0 

\ 

0:20: \X ; 

NMR (DMSO-d*) : 5 12.85 (s, 1H) , 8.71 (t, J = 5.8 Hz, 1H) , 8 34 (m, 1H) , 
5 7.94-7.76 (m, 5H) , 7.67 (m, 1H) , 7.53-7.41 (m, 4H) , 4.39 (d, J = 5.8 Hz, 2H) , 
2.99 (t,J = 6.8Hz,2H),234 (t, J = 6.8 Hz, 2H) . 

fgjSflt5 (5) 

4- (3- (Z<Vz?>-4-'()Vtl)lX-)V7SS) 7x-JW -2H- 
10 7^93?>-l-*>" MJ7;U*P|HKI[ 




TLC : R f 0.22 )V : ^nn*JVA=2 : 8) ; 

NMR (DMSO-d^) : 5 12.86 (s, 1H) , 10.24 (s, 1H), 8.62 (bis, 1H), 834 (m, 

1H),7.90 (m,3H),7.71 (m,2H),7.48 (t, J = 7.8 Hz, 1H) , 727 (d, J = 7.8 Hz, 1H) , 
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334 (m,2H),2.93 (m, 2H) , 2.66 (m, 1H) , 1.88 (m,4H). 
&ffigg5 (6) 

4- (3- 'J^^y^f;!') 7x-JW ~2H-7^7 

5 



TLC :Rf 0.12(^OO*;UA:/^/-;U: 2 8 X7> : E=7*= 1 0 
0:20:1) : 

NMR (DMSO-dj) : <J 12.85 (s,ffi),8J4 (t,J = 6.0 Hz, 1H), 834 Gn,lH), 
10 7.93-7.86 (m, 2H) , 7.81 (br, 3H) , 7.67 (m, 1H) , 7.53-739 (m, 4H) , 436 (d, J = 
6.0Hz, 2H), 2.78 (m,2H),2.26 (t,J = 7.0Hz,2H),1.78 (m,2H). 

3a6g95 (7) 

4- (3- (5 -7 S. / rtUV )V7 5. S tf-ft) 7I-JW "2H-7^7 

is 



o 



e 
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TLC: Rf OH^onuM/A:**/-^: 2 8 X7>*=7*- 1 0 
0:20: f) ; 

NMR (DMSO-df) : <5 12.85 (s, 1H) , 8.46 (t, J = 6.0 Hz, 1H), 834 (m, 1H), 
5 752-7.86 (m, 2H) , 7.77 (br, 3H) , 7.67 (m, 1H) , 753-738 (m, 4H) , 436 (d, J = 
6.0 Hz, 2H), 2.74 (m, 2H) , 2.17 (t, J = 6.8 Hz, 2H) , 1.60-1.48 (m,4H). 

4- (2- (5-75/A*UU;W75y) 7i-W -2H-7*55»- 
10 1 • £&& 



o 




•HCI 



TL C : R f 053 ;U : *on*;kk : »S= 2 : 8 : 05) ; 

NMR (DMSOkU :0 12*1 (s,lH), 929 <s,lH), 832-8.27 (in,lH), 7.86- 
7.76 (m, 4H) , 753-720 (m, 3H) , 2.63-251 (m, 2H) , 1.96 (m, 2H) , 155-122 (m, 
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4H). 

£ffljfll5 (9) 

4- (3- (5- (*^75/) /tI^ij;P75y) 7i-M -2H-7 
5 *7i»-l-*>-lfiBI£ 



TLC :R f O.M^DO*;^:**/-^^ 8X7>^-7tK==6 5 : 
2 5:4) : . 

NMR (DMSO-iO : fi 12.85 (s, 1H). 10.20 (s, 1H), 832 (br-s, 2H), 834 (m, 
10 1H), 7.94-7.84 (m, 3H), 7.73-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H), 7.24 (d, J = 
7.8 Hz, 1H), 2,88 (m, 2H), £52 (m, 3H, overlapped with DMSO), 238 (m, 2H), 
1.70-138 (m,4H). 

HM^5 (10) 

15 4- (3- (2- (2-7=yxfJW) 7-fc3MU7S/) 7x-JW - 
2H-7^7V>- 1 • £&& 
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H 

• HCI 

T L C : R f _ 0.42 (i'DD A J-)\>:2%%7 >t^7*= 4 : 
10:1); t>; 

N M R (DMSO-d«) : 5 12.86 (s, 1H) , 10.54 (s, 1H) , 8.34 (m, 1H) , 8.00-7.86 (m, 
5 6H), 7.74-7.68 (m,2H),7.49 (t, J = 7.8 Hz, 1H), 728 (d, J = 7.8 Hz, 1H) , 3.45 (s, 
2H),3.05 (m,2H),2.87 (t, J = 7.1 Hz, 2H)<> 

11360115 (1 1) 

4- (3- (2- (2-7^7X^7^7) 7-fc3\H/75/) 7x~;U) 
10 -2H-7^7i?>-l-t>- 2&&& 

O 




•2HCI 



TLC : R f 0.31 (^PO*;UA:^^7-;l': 2 8X7>^-7#=6 5 : 
2 5:4) : 

NMR (DMSO-dft) : <5 12.87 (s, 1H) , 10.92 (s, 1H) , 9.50 (br-s, 2H) , 834 (m, 
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1H), 8J20 (br-s, 3H), 7.94-7.86 On, 3H), 7.76-7.70 (m, 2H), 7.54 (t, J = 7.8 Hz, 
1H),735 (d,J = 7^Hz, 1H),4.05 (s,2H),3.28 (m,2H),3.18 (m, 2H). 

mmm5 (12) 

5 4- (3- (5-T5y^UUJ^*-» 7x-;W -2H-7^7i?>- 
1 • &£& 



TLC : R f 0.45 : *DP*;k&=l : 1 0) ; 

NMR (DMSO-d,) : 5 12.90 (s, 1H) , 835-8.32 (m, 1H) , 7.92-7.88 (m, 2H) , 
10 7.86 (bis, 2H), 7.69-7.66 Gn, 1H) , 7.60 (t, J = 7.8 Hz, 1H), 7.49 (d, J = 7.8 Hz, 
1H) , 7 J6 (m,lH), 732-7.28 (m,lH), 281 (q, J = 6.2 Hz, 2H), 166 (t, J = 6.8 Hz, 
2H),1.67 (m,4H). 

Ife««*5 (13) 

15 4- (3- (2- (3-7Sy7zr;W 7±9-}V7S.y) 7i-W -2 
H~7^7-^>- 1 • £&& 




•HCI 



WO 00/4472* 



PCT/JPOO/00319 




TLC : R f 0.56 {*9S-)V: >?uu-fc)],k=l : 1 0) ; 

\ 

NMR (DMSO-dg) : 6 1284 (s, 1H) , 1032 (s, 1H) , 938 (bis, 2H) , 8 35-8132 
(m, 1H) , 7.91-7.87 (m, 3H) , 7.74-7.69 Gn, 2H) , 7.47 (t, J = 7.8 Hz, 1H) , 738 (t, J 
5 = 7.8 Hz, 1H), 7.27-7.25 (m, 3H), 7.14 (d, J - 7.8 Hz, 1H) , 3.71 (s, 2H) . 

*MMI5 (14) 

4- (3- (3- (7sy^?;u) ^>»/<;u75y) 7x-;» - 2H- 



o 



10 




TLC : Rf 023(*9;-)l: ^□□*;PA:»fig=2 : 8 : 03) ; 
NMR (DMSO-d.) : 5 12.88 (s, 1H), 1034 (s, 1H), 836-833 (m,3H), 8.15 (s, 
1H) , 8.07 (s, 1H) , 8.02-7.89 Gn, 4H) , 7.79-7.76 (m, 1H) , 7.69 (d, J = 7.8 Hz, 1H) , 
738 (t, J = 7.8 Hz, 1H), 734 (t, J ■ 7.8 Hz, 1H) , 734 (d, J = 7.8 Hz, 1H) , 4.12 (s, 
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2H). 

&i&ms (is) 

4- (3- (h^>^-4- (75;/^) ^^P^*^;P*^#=jU7 
5 5/) 7i-;W -2H-7^7y>- 1 • 

o 




•HCI 



TLC :R f 0.49 (^an3j>;i/A:^^y-;V:2 8 96T> : E-T*=6 5 : 
2 5:4) ; 

N M R (DMSO-d.) .: 6 12.84 (s, 1H) . 10.10 (s, 1H) , 834 (m, 1H) , 7.94-7.80 (m, 
10 6H),7.74-7.70 Gn,2H),7.45 (t, J = 7.8 Hz, 1H) , 7.23 (d, J = 7.8 Hz, 1H) , 2.66 (m, 
2H) , 232 (m, 1H) , 1.92-1.80 (m, 4H) , 1.64-132 (m, 3 H) , 1.06-0.96 (m, 2H) . 

gffiS!15 (16) 

4- (3- (4-75y->^PA+->;P*;^-JW75/) 7x-W -2 
15 H-7*?5»- !-*>•*■* 
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O 




NH 2 



•HCI 



TLC : Rl. 030and 0.44 au*fr&: 2 8 %7>^^T 

*=6 5 : 2~5 : 4) ; 

NMR (DMSO-dj) : fi 12.84 (s, 1H) , 10.15 and 10.11 (each s, total 1H) , 8 M 
5 (m, 1H) , 8.00-7.86 (m, 6H) , 7.75-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 
= 7.8 Hz, 1H), 3.18 Gn,lH), 236 Gn,lH), 2.06-1 JO (m,8H). 

**«S (17) 

4- (3- (4- (75 7*3^) ;!/7 5/) 7i-JW -2H- 

io y^7^>-i-^>-mm 



TLC:Rf 0.49(*nn*;kk:**/-;P:2 8*7> : E^7*=4 0 : 



O 
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10:1); 

NM R (DMSOiU : 6 li87 (s, 1H) , 10.49 (s, 1H) , 8.45 (br-s, 3H) , 8 M (m, 
1H) , 8.06-7.86 (m, 6H) , 7.77 (m, 1H) , 7.63 (d, J ■ 8.4 Hz, 2H) , 7 .54 (t, J = 7.8 Hz, 
1H),7J3 (d, J = 7.8 Hz, 1H), 4.11 (m,2H). 

mMM5 (18) 

4- (3- (2- (4-7=;7x-^) 7-k^J!/7S/) 7irjW -2 

H-7^7x>-i-t>'isa x 

e V 

>" o ■■ 



10 TL C : R f 0.41 (^aotfjhk: : 2 8SK7>t=7*=l 0 

0:10:1); 

NMR (DMSO-d.) : <S 12.84 (s, 1H), 10.49 (s, 1H), 9.80 (br-s, 3H) , 8 33 Gn, 
1H) , 7.92-7.84 (m, 3H) , 7.74-7.68 (m, 2H) , 7.47 (t, J = 7.8 Hz, 1H) , 7.40 (d, J = 
8.4 Hz. 2H) , 728-7^2 (m, 3H) , 3.70 (s, 2H) . 

15 

mMM5 (19) 

4- (3- ( (E) -3- «S.?*J-)V-4-4)V) ■Jul/'ffrTS./) 
7iz;W -2H-75'7v>- 1 • 
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o 




TLC : R£". 0.47 (*9J-)V: £oa*;kk=2 : 8) ; \ 
NMR (DMSC^dj) : 6 12.86 (s, 1H) , 10.62 (s, 1H) , 9.04 (s, 1H) , 8 .36-8 33 (m, 
1H) , 7.98-7.85 (m, 6H) , 7.76-7.73 (m, 1H) , 7.54-7.49 (m, 2H) , 731 (d, J = 73 Hz, 
5 1H),6.85 (d,J = 15.9Hz,lH). 

4- (3- (TttfrTS.;) 7x-JW -2H-7^7i^>-l-*> 

O 




10 4- (3-75/7x-;W - 2H-7^7->*>- 1 ~^"> (50.0m g ) CD 
fc!ys» (OJml) fflSBftC, *fcT, T-fc^l^d^-f P (16.5 m 1) ft 

fB«ri4®£«-f5*fS9§fl:£«!> (163m g) 
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TLC : Rf QJ6{*9S—)V: ?DDJfr;i/A=l : 1 0) ; 

NMR (DMSO-dg) : <5 12.83 (s, 1H), 10.11 (s, 1H), 833 (m, 1H) , 7.88 (m, 3H) , 

7.70 (m, 2H), 7.46 (t, J = 7.8 Hz, 1H) , 7.25 (d, J = 6.6 Hz, 1H) , 2.06 (s, 3H) . 

5 zmme (i) ^gdtwe (i o) 

10 D+->7i-;W -2H-7^7i?>-l-t>M^7tf^D7'f H 
(1) 

4- (3- (M^/^T^/) 7zr;W -2H-7^7^>-l-t 
15 > 




TLC : R f OMit^S-fr: ^□□*;PA=1 : 1 0) ; 
NMR (DMSO-d.) : 6 12.83 (s, 1H) , 10.04 (s, 1H) , 833 (m, 1H) , 7.88 (m, 3H) , 
7.71 (m,2H),7.45 (t, J = 8.0 Hz, 1H) , 7.23 (d, J = 8.0 Hz, 1H) , 131 (t, J = 73 Hz, 
20 2H),1.59 (m,2H),1.28 Gn,4H),0.86 (t, J = 6.9 Hz, 3H) . 
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mmm6 (2) 

4- (3- (1>V4fr7S.J) 7x— JW -2H-7^5S?>-l-*> 



O 




5 TLC : R f oJOW^y— ^:^OD*^A»l : 1 0) : 

NMRtoMSO-d^rfi 12.87 (s, 1H), 10.43 (s, 1H), 835 (m, 1H), 7.91 (m,7H), 
7.47 (m,4H),733 (d, J = 8.0 Hz, 1H) . 

*«Sg«6 ( 3 ) 

10 4-'(3- WJJl^TS^) 7x=^) -2H-7^95?>-l-*> 




TLC : R f 0.42 C* ^OD*;WA=l : 1 0) ; 

NMR (DMSO-d,) : <5 12M (s, 1H), 10.04 (s, 1H),8.34 (m, 1H),7.90 (m,3H), 

7.72 (m,2H),7.46 (t, J = 7.8 Hz, 1H) , 724 (d, J = 7.8 Hz, 1H) , 230 (t, J = 7.1 Hz, 
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2H),1.61 <m,2H),0.91 (t, J = 7.3 Hz, 3H) . 
$mM6 (4) 

4- (3- (AUDITS/) 7i-JW -2H-7^7-^>-l-t> 




TLC : R f 0.50 (^^/-^ : ?nn*;UA= 1:10); 
NMR (DMSO-dg) : 6 12.84 (s, 1H), 10.04 (s, 1H), 834 <m, 1H), 7.90 (m, 3H), 
7.71 (m,2H),7.46 (t, J = 7.8 Hz, 1H) , 724 (d, J = 7.8 Hz, 1H) , 232 (t, J = 7.4 Hz, 
2H),1J7 (m,2H>, 132 (m,2H), 0.88 (t, J = 7.4 Hz, 3H) . 

^Iifi^l6 (5) 

4- (3- (^^75 7) 7x-;l/) -2H-7^7^>- 1 




TL C : R f 033 /—to : *nn;fc;i<A= 1 : 1 0) ; 
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NMR (DMSO-df) : 6 12.86 (s, 1H), 9.95 (s, 1H), 836-832 (m, 1H), 7.92- 
7.88 (m, 2H) , 7.74-7.69 (m, 1H) , 7.52 (t, J = 8.0 Hz, 1H) , 7.41-730 (m, 3H) , 3.04 
(s,3H). 



5 %%fll6 (6) 

4- (3- (Zf?)lX)V-fc-)V7z.;) 7i-W -2H-7^7y>- 1 




TLC : R f 0.76 C**/-^ : £DD#;i/A= 1 : 1 0) ; 
10 NMR (DMSO-cO :6 12.85 (s, 1H), 9.98 (s, 1H), 835-832 (m, 1H), 7.91- 
7.88 (m,2H), 7.70-7.67 (m,lH),7.50 (t, J = 7.8 Hz, 1H) , 7.40 (s, 1H) , 736 (d,J 
= 7.8 Hz, 1H), 730 (d, J = 7.8 Hz, 1H) , 3.13 (t, J = 7.6 Hz, 2H) , 1.68-1.63 (m,2H), 
139-131 (m, 2H) , 0.82 (t, J = 7.4 Hz, 3H) . 

15 mmme (i) 

4- (2- (7-fc5 L ;l'75y) 7i-;W -2H-7^7v>- 1 
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TLC : Rf 0.71 : ^no*;UA= 1 : 1 0) ; 

NMR (DMSO-d,) : 6 12.80 (s, 1H) , 9.25 (s, 1H), 8.29 (d, J = 7.8 Hz^lH), 
7.84-7.77 0$ 3H) , 7.49 (dd, J = 8.1, 7.5 Hz, 1H) , 7.39 (d, J = 7.5 Hz, 1H) , 7.28 (t, 
5 J = 7.5 Hz, 1H), 7.22 (d, J = 8.1 Hz, 1H), 1.68 (s,3H). 



10 



(8) 

4- (4-^OP-3- (7*^757) 7i-JW -2H-7^7'>*> 
- 1 




TLC:Rf 0J8 U^Z-JW : ^□n*;i'A=l : 1 0) ; 
NMR (DMSO-ds) : 5 12.89 (s, 1H) , 9.69 (s, 1H) , 834 (ddd, J = 6.8, 4.6, 2.0 
Hz, 1H), 7.98 (d, J = 2.0 Hz, 1H), 7.92-7.88 (m, 2H), 7.74 (ddd, J = 6.8, 4.6, 2.0 
Hz, 1H) , 7.66 (d, J = 8.2 Hz, 1H) , 7.40 (dd, J = 8.2, 10 Hz, 1H) , 2.11 (s, 3H) . 



15 
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gfr8figl>6 (9) 

4- (3- (4- Uh+5/*;P4?-;W TXJ^TS/) 7*=.)V) -2 



o 




5 TLC:Rf 039 *nnjM,A= 1 : 1 0) ; 

NMR (DMSO-d.) : <J 12.83 (s, 1H), 10.08 (s, 1H), 835-832 (m, 1H), 
7.93-7.86 (m, 3H) , 7.73-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J = 7.8 Hz, 
1H) , 3 38 (s, 3H) , 236 (t, J = 7.4 Hz, 4H) , 1.88-1.78 (m, 2H) . 

lo rn&me (10) 

4- (3- 7zZjW -2H~7^^->*>- 1 




TL C : R f 0.48U^/-;P: ^oa*;PA=l : 1 0) ; 
NMR (DMSO-dt) : 5 12.88 (s, 1H) , 835-832 Gn, 1H) , 7.92-7.88 (m, 2H) , 
15 7.70-7.67 (m,lH), 739 (t, J = 7.8 Hz, 1H) , 7.48 (d, J = 7.8 Hz, 1H) , 737 (s,lH), 
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7 32-7.28 (m, 1H) , 129 (s, 3H) . 

. 4- (3- (4-7^ yy^U;U7^y) 7i^) -2H-7^7y>- 
5 1 



(2) T?«itLfcfl:^«J (2 2 8mg) £<ktfl 0 X/t?S>*A 
-fcm (23.0m g) O^^JMWATS H (1.50ml) SSa££*£gB& 
T, 5 0 < CT3l3fBJ«#Lfc. £#fi*«*5ilU SS 

tt**irr**»wfl:^ifc (i 1 2mg) 

TLC : R f 0.45 U^y-^: £nn*;kk=l : 1 0) ; 
NMR (DMSO-d.) : 6 10.11 (hrs, 1H), 834 (m, 1H), 7.90 (m,3H),7.72 (m, 
2H), 7.46 (t, J = 7.8 Hz, 1H) % 7.23 (d, J = 7.8 Hz, 1H) , 2J6 (t, J = 7.0 Hz, 2H), 
15 235 (t, J = 7.6 Hz, 2H), 1-65 (m,2H). 

HMga7 (1) 

4- (3- (3 -7^7 ynfcf^--;i.7iy) 71-^) -2H-7^7->' 
>- 1 
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O 



H 

5 TLC:Rf 022 : #DD3fr;PA= 1 : 1 0) ; 

NMR (DMSO-d<j) : 5 10.19 (s,lH), 8 J4 (m,lH), 7.90 (m,3H), 7.72 (m,2H), 
7.46 (t,J = 7.8Hz,lH),724(d,J = 7.8Hz,lH),2.85 (t, J = 6 3 Hz, 2H) , 2.42 (t,J 
= 63 Hz, 2H) o 

10 Hi(5098 

4- (3- (4-*;W#+->^UJP7^y) 7x-;W -2H-!7*7V 
>-l-*> 

o 




H 



£16016 (9) (lOOmg) © (5.00ml) 

15 fflS5S££3i&T, 2 NtKSI^ h U SA*iSi£ (0.410m 1 ) fcifcTU 2$f 
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mZt&LfZ. Kfc&£mz2Kim (0.410ml) SlDA, lH#f8)«#l,fc£, 

K&ttte£W?-3#$89ifl:£ft <96.0mg) 
5 TLC : R f 0.30 t**/-;P : £na*Jkk= 2 : 8) ; 

NMR (DMSO-d.) : 5 12.83 (s, 1H) , 12.06 (brs, 1H) , 10.10 (s, 1H) , 835-830 
(m, 1H) , 7.93-7.87 On, 3H) , 7.73-7.70 (m, 2H) , 7.48-7.43 (m, 1H) , 7.24 (d, J = 

7.2Hz, 1H), 237 (t, J = 7.2 Hz, 2H) , 227 (t, J = 7.2 Hz, 2H) , 1.85-1.75 (m,2H). 

e V 

io H£Sffi9 

4- (3- (S-fcHn*^Al/U^75y) 7x-;U) -2H-75'7V 
>- 1 

o 




3^5016 (9)T»iSUfcfl;'&i»(10 0mg)©xh7tFn77>(5.00 
15 ml) gfiTTMHtU^AT^S^A (I0.4mg) £inx., 2 

mfSimm. jjc*fl:U^£A7*3=tfA (l0.4mg) £ln*, IP* 

K8t#Lfc. R^S^KI^^U^^AT^S-^A (3.0mg) Sin*. 

20 2 0-1:1 0) Tf&SU TIH%ttli£:f (22.7m g) 
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TLC:Rf 031 ^□□*;i^A=l : 1 0) ; 

NMR (DMSO-d,) : 6 12.83 (s, 1H), 10.04 (s, 1H), 835-832 Gn, 1H), 
7.93-7.86 Gn, 3H) , 7.73-7.69 Gn, 2H) , 7.46 (t, J = 7.8 Hz, 1H),723 (d,J = 7.8 Hz, 
5 1H), 438 (t, J = 5.1 Hz, 1H), 3.43-337 Gn, 2H), 232 (t, J = 73 Hz, 2H), 1.64- 
1.49 (m, 2H) , 1.47-1.40 Gn, 2H) . 

4- (3-7(4- (t-:/h*->#;p#r;i,7sy) U-frrs.; 

.10 7x-JW) -2H-7*7>?>- 1 

o 




##0!l4T«iiL£{t£4& (2 5 0mg) *3«ktf4- < t -yh+S/*^ 
3j?-;P75/) 7>;P7S> (1 8 8mg) Cfh7tF077> (10m 

i ) smmz imwMmhit. sjsg^i&s o ( 1 

15 Oml) T#3JU »S (57tf 1) Sitafcafc^/^SS^MJ £A 
(6 3mg) SUlA, 0*CT?ll$fa!8t#l,&. E*S£&££i&T--l!ftlX# 
L£. R«S^«j**k:Jo^, »Kx^T»aJL£. tttti«r£*i5«fctffiS 

U*y;U*7i*^nT h?7y<{- (*an*;i,A : **/-JU=5 0 : 1 
20 -10:1) TttKU TIE4&ttte£;rrs*S29Jtf:£& (3 1 4mg) £ 
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TLC : R f 032 (^OD*;i/A : *9S-)l=9 : 1) ; 
NMR (DMSO-dj) : 6 12.82 (s, 1H) , 8 33 (m, 1H) , 7.91-7.84 (m, 2H) , 7.68 (m, 
1H), 7.55 (s, 1H), 7.49-7.42 (m, 3H), 6.77 (t, J = 5.4 Hz, 1H), 3.81 Cs, 2H), 2.88 
5 (m, 2H), 154 (m,2H), 1.42-138 (m,4H), 133 (s,9H). 

jfltW 1 1 

4- (3- (4-75/^^75/^^) 7xZW -2H-7^7V 



TLC:R f 026(^00*^:^^7-^: 2 8 6 5 : 
15 2 5:4): 

NMR (DMSO-d.) : 6 1191 (s, 1H) , 9.40 (br-s, 2H) , 835 (m, 1H) , 8.10-7.86 
(m, 5H), 7.80-7.72 (m, 3H) , 7.64-7.58 (m, 2H), 421 (s,2H),194 (t, J = 7.4 Hz, 
2H),179 (t, J = 7.4 Hz, 2H), 1.78-1.55 (m,4H). 

20 ggfifigtll 2 



O 




10 



•2HCI 
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4- (3- (3 -X^JI/- 2 -f-JrVX/'i H) 7x-JU) -2H-7^7i^ 

O 




4- (3-7 = y7x-JW -2H-7^7v>-l-t> (1 1 9mg) 
5 Cfh7tKo77> (4ml) tm\z4 yfty7>8x^ (4 4*z 1) 

Sf h ? 1 H o 7 v «fc tfX-x;UTife£U 
(61.0m g) 

TLC:Rf 0J7(£on:fr;kk : j**y-;U=9 : 1) ; 
10 NMR (DMSO-dj) : 8 12.84 (s, 1H) , 9.60 (br-s, 1H) , 8 33 (m, 1H) , 7.94-7.84 
(m,4H),7.70 (s, 1H) , 7J4-7.44 (m,2H>,730 Gn,lH),3.48 Gn,2H),1.12 (t,J = 
7.2HZ.3H). 



HEW 12 (1) 

15 4- (3- O-X^^WK) 7i-M -2H-7*7v?>-l-3j- 
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O 




it. ~" ' 

5 T L C : Rf 0.42 J-h : £nD3fc;|/A=i : 1 0) ; 

NMR (DMSOA) : 6 12.80 (s. 1H), 8.60 (s, 1H) , 8.34-831 (m, 1H), 7.92- 
7.85 (m, 2H) , 7.74-7.71 (m, 1H), 7.68 (s, 1H) , 7.47 (d, J = 8.4 Hz, 1H), 737 (m, 
1H),7.08 (d, J = 7.8 Hz, 1H), 6.14 (t, J = 5.6 Hz, 1H) , 3.14-3.05 (m, 2H) , 1.04 (t, 
J = 7.2 Hz, 3H) o 

L0 

^jfigyi 3 

4- (3- (X.h*is*)V#-)V7S.S) 7i-;W -2H-7^7i?>- 




4- (3-75/71-^) -2H-7^7y>- 1 (1 1 9m g) 
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OfcTUi?> (2ml) Sffltfc, *fcT. 9uu}Hm.x&'fr (4 8m 1) 

SfcX-x^Tifc&U TfB»ttte*rrs*B9!fc£fc (89.4m g) 
5 T L C : R f 0.49 (^H-> : gftSx?*;^ 1:2): 

NMR (DMSO-d,) : 5 12.83 (s, 1H), 9.80 (s, 1H), 8.33 (m, 1H), 7.94-7.84 (m, 
2H), 7.74-7.68 (m, 2H) , 7.60 (d, J = 8.0 Hz, 1H), 7.44 (t, J = 8.0 Hz, 1H), 7.19 (d, 

J = 8.0Hz,lH),4.12(q,J = 7.0Hz,2H),lJ4(t,J = 7.0Hz,3H). « 

e • V 

io mmm 14 

4- (3- (5- (t-7h3r'>*)['#=.)l>7S.;) O^JVTS./) 7i 
x;i/) -2H-7*7>*>-l-*> 



4- (3 -7^y 7x^;W -2H-7*7>?>-l-:*> (2 0 Omg) 
15 t-yh+^*;PjJ?x;U-2-kHD^'>e^'J^> (170m 

g> J. Org. ChenL, 6JU 4180 (1996)#88) <Di?*?-)l*)ls2x75. H (4ml) 
(98/zl) fc«fctf**fcMJ7-fch*£/*9*:rHJ?A (3 
5 8mg) £UD*, *frc-*a»l,fc. £t«a«««IHKx^T««(L. 

20 hu^A-enjMi, a*iLfc. «asi/'j*y;W7Ai'D7^77^- 



o 
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^D7h^77-f- (a^> : »SSX^= 1 : 2) TSSU 
te£*rrs#89Ht£4f!! (10 6mg) 
TLC : R f OJO (MXtt^Ws : ftSSX^^ 1:2); 
5 NMRtoMSO-d^.'d 1Z73 (s, 1H),8J1 (m, 1H), 7.91-7.83 (m,2H), 7.74 (m, 
1H),7.21 (t, J = 7.7 Hz, 1H), 6.78-6^4 (m, 4H) , 5.77 (t, J = 5 3 Hz, 1H) , 3.00 (m, 
2H) , 250 (m, 2H) , 1.54 (m, 2H) , 1.50-1.18 (m, 13H) . 



Mftul:-.;. 

10 4- (3- (5 -7^y^>?;UT^7) 7xXJ|/> - 2H-7^7V>- 



15 

T L C : R f 0.44 (^na*;i/A:^^y-;i^: 2 8%7> ; E-7*=6 5 : 
2 5:4); 

NMR (DMSO-dft) : (5 12.83 (s, 1H) , 8 33 (m, 1H) , 8.04-7.76 Cm,6H),7.72 (m, 
1H), 7.42 (m, 1H), 7.22-7.02 (m, 2H), 3.14 (t, J = 7.2 Hz, 2H), 2.75 (m, 2H), 
20 1.70-1.50 (m, 4H) , 1.46-1.34 (m, 2H) . 




•2HCI 
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mmmi 6 



O 



5 




m&mt (3) Tfiiitfcft^ (70.0mg) &&&u-y>tm (96.4m 

g) <o>?^*it> (3.oomi) mm*3mmmm\siz. ^m^m^^m. 

ojJxJ1/A= 1:20) -TEfttt*««r**58iifl:^W (6.img) 

10 

TLC : R f 034 {*9J—)V : 9nutV\,A=l : 2 0) ; 
NMR (DMSO-dJ : <5 1187 (s, 1H), 11.66 (s, 1H), 836-832 (m, 1H), 8.08 (s, 
1H) , 7.91-7.84 (m, 4H) , 7.57 ft, J = 7.8 Hz, 1H) , 7.45 (d, J - 7.8 Hz, 1H) , 2.73 (t, 
J = 7.4 Hz, 2H), 1.82-1.75 (m,2H),0.94 (t, J = 7.4 Hz, 3H) . 

15 

mmi. 

4- (3- (5- (7-fe^;V7^ 7) 7\*WJ;U75/) 7x~JU) -2H- 
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O 




5 TLC : R f 0.18 J-)V : *nn*;i>A= 1 : 9) ; 

NMR (DMSO-^) : 5 12.83 (s, 1H), 10.05 (s, 1H), 8.35-8.32 (m, 1H), 
7.93-7.86 (m, 3H) , 7.82-7.78 (m, 1H) , 7.74-7.69 (m, 2H) , 7.46 (t, J = 8.1 Hz, 1H) , 
724 (d, J = 7.2 Hz, 1H), 3.06-3.00 (m,2H),132 (t, J = 7.2 Hz, 2H) , 1.77 (s,3H), 
1.63-1.53 (m, 2H) , 1.46-1 36 (m, 2H) . 

10 

mm* 

4- (3- (3- (3- t-^h^^j^-^rs/yotf^) -2-3=- 




15 -rv^->7>llx^;Ko^te0ic, -fV^'>7>K-3-t-yh+ 
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TLC : R f 0.46 (*nn*Jkk : *9;-)\,= 9 : 1) ; 
NMR (DMSO-da) : 6 1184 (s, 1H) , 9.68 (br-s, 1H) , 833 (m, 1H) , 7.90-7.60 
5 (m, 4H), 7.69 (s, 1H), 7.53-7.45 (m, 2H), 732 (m, 1H), 6.83 (m, 1H), 3.46 (m, 
2H),2.95 (m,2H),1.63 (m,2R),135 (s,9H). 

HMgyi 9 > 



4- (3-13- (3-75/^OfcT;i/) -2-^*«>l/-f F) 
10 -2H-7*7V>-1 

O 



.' 

15 TLC:R f 0M(*;un&)\,&:*9S-)\,:2 8%7> : £-T*.= 6 5 : 
2 5:4) ; 

NMR (DMSO-d«) : 6 12.85 (s, 1H> , 10.18 (br-s, 1H) , 8 34 (m, 2H) , 8.16-7.80 
(m,6H),7.76 (s,lH),7.58 (d, J = 8.1 Hz, 1H) , 7.48 (t, J = 7.8 Hz, 1H) , 731 (d,J 
= 7.8 Hz, 1H), 3.55 (m,2H),2.84 (m,2H),1.84 (m,2H). 
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4- (3- {S-1U*nW))\,7$J) 7x~;U) -2H-7^7^>- 



5 tf'J v> (40.0ml) £j&!?Lfc4- (3-75/7x-;U) -2H-7* 
5^>-l-*>(7.00g){C, WC^Vy (3.00ml) KiS#Lfc5-7*D 
^IMftMStt (6.00m 1 ) S*ftTTiin*, gi&-C2 oa«#Lfc. Ei&I 

10 82l£iI£iS«E (X*y-;U:&fc*^>=7 : 3) TJn&ifci* 

u TiH©!B3tt<isrrs*fi^^«» taig) 

TLC : R f 038 (mttf-lsy: *9J-)V=2 0 : 1) : 
NMR (DMSCK) * 12.84 (s, 1H), 10.08 (s, 1H), 835-8.32 (m, 1H), 
7.91-7.69(m,5H),7.46 (t, J = 7.8 Hz, 1H), 7.25 (d,J = 7.8Hz, ffi),3.55(t, J = 6.0 
15 Hz, 2H) ,236 (t, J = 7.2 Hz, 2H) , 1.87-1.68 (m, 4H) „ 

gHftgH2 0 (1) 

4- (3- (5 -yn^A'U'J^T^ 7) -4-2nnyx.-)l) -2H- 



O 




H 
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4- (3-75/7x-JU) -2H-7*yV>-l-*>0ftt>r)\Z4 
- (3-7t.y-4-^DD7x-JW -2H-7^7> ? >- 1 —*>\m 

5 *8fHt£«J&#fc. 

TL C : R f 0.52 (.WLit^U> : *9S-)\,= 9 : 1 ) 
NMR (DMSO-dj) : 5 12.90 (s, 1H) , 9.65 (s, 1H) , 836-832 (m, 1H) , 7.93- 
7.89 (m, 3H) , 7.76-7.64 (m, 2H) , 7.43-738 (m, 1H) , 356 (t, J = 6.8 Hz, 2H) , 2 .50- 
2.44 (m, 2H), 150-1.60 (m, 4H) . 

0 

. imw2i 

4- (3- (S-l'ira^lri/JVTS./rtl'VJVTS.;) -4-^DP7x 



o 
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0 (1). -efiitL^ifc^ (2 0 0mg) ti/ iru****, jiys. 

> (3.00m i ) VUG®** ox:-cinrm»hit. Ri&msvazmi&v, m 
5 ;p (2.00m i ) mt\z*$iTi: 4 N*ft*n-s?***>»« a.oom i ) & 

IDA. 5#ra«#Lfc. K£gSfc£«#U 

y~;i,-/s+^>-CflieaL,TaT©«lttM*Wr5*l8^b^® (72.5m 
g) X 
TLC : R t- Q.70(m:*?\s>: *9;-)l>:mm=8 : 1 : 1) ; ' 
10 NMR (DMSChO : 8 12.90 (s, 1H) , 9.72 (s, 1H) , 8.53 (bis, 2H) , 8.35-8 32 (m, 
1H) , 7.94-7.89 (m, 3H) , 7.75-7.71 Gn, 1H) , 7.68 (d, J = 8.1 Hz, 1H) , 7.42 (dd, J = 
8.1, 1.8 Hz, 1H), 2.90 (bis, 3H), 2.01-1.98 Gn, 2H), 1.74-1.57 (m, 8H), 128-122 
(m,6H). 

15 11^2 1 (1) ~ jSIEfll 2 1 (9 7) 

&ffimO$fctt&Sfi0«2O (1) -CSigUfcfk^Sfcttffi^rS/Nn 

20 15860112 1 (1) -x 

4- (3- (5-i/^P^>^;U7Sy/tUU^T5y) -2H 
-79JP>- 1 • 
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o 




TLC : R f 0.43(^nD3j>;PA: ^^y-JP:»K=8 : 2 : 1) ; 
NMR (DN|SO-d«) : 6 12.85 (s, 1H) , 10.27 (s, 1H) , 8.72 (brs, 2H) , 837^30 
(m, 1H) , 7.95-7.85 (m, 3H) , 7.76-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) ,7.24 (d, J 
5 = 7.5 Hz, 1H) , 3.60-333 (m, 1H), 2.93-2.80 (m, 2H), 2.43-134 (m, 2H) , 102- 
128 (m,12H). 



£jfi0!l2 1 (2) 

4 - (3- (5-^PA*^75//tl/'j;P7Sy) 7I-JW 
10 -7*7^>-l-*>-&K& 



2H 




•HCI 

H H 



TLC :Rf 0.48(^Pn*;UA : ^^/-;U:»Si=8 : 2 : 1) ; 
NMR (DMSO-d.) : 6 12.85 (s, 1H) , 10.25 (s, 1H) , 8.59 (brs, 2H) , 836-8.31 
(m,lH), 7.96-7.85 (m,3H), 7.75-7.68 (m,2H),7.46 (t, J = 7.8 Hz, 1H), 7.24 (d,J 
15 = 73 Hz, 1H), 3.60-3.17 (m, 1H), 198-2.83 (m, 2H), 144-132 (m, 2H),-l05- 
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L95 (m, 2H) , 1.77-1.47 (m, 6H) , 135-0.99 (m, 6H) . 

4- (3- s ys*tf/-f;u73/) 7x-;w - 2H- 

o 



TLC : R f 035 (*nn*Jkk : : &m=8 : 2 :0J) ; 

NMR (DMSO-cQ : 6 12.85 (s, 1H) , 10.18 (s, 1H) , 9.97 (bis, 1H) , 836-832 
(m, 1H) , 7.91-7.89 (m, 3H) , 7.74-7.70 Cm, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 
10 = 7.8 Hz, 1H), 3.05-2.95 (m,2H),2.71 (d, J = 4.8 Hz, 6H) , 235 (t, J = 7.2 Hz, 2H) , 
* 1.72-L52 (m,4H), 139-1.22 (in, 2H). 

fjjgg|l2 1 (4) 

4- (3- (5- w/'Js?>-3— f;» /xnj;P7sy) 7i-;w 

15 -2H-7^7y>-l-t> 
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TLC:Rf &50(*nn#;kk : **y-^=9 : 1) ; 
NMR (DMSCHU : d 12.83 (s, 1H), 10.05 (s, 1H), 8.35-8.30 (m, 1H), 
7.94-7.86 (in, 3H) , 7.75-7.69 (m, 2H) , 7.46 (t, J '» 7.8 Hz, 1H) , 723 (d, J = 7.8 Hz, 
5 1H) , 3.99 (s, 2H) , 2.97 (t, J = 63 Hz, 2H) , 2.75 (t, J = 6 J Hz, 2H) , 2J6-2.26 (m, 
4H) , 1.68-1 .58 (m, 2H) , 1.51-1.41 (m, 2H) . 

mmm2 1 (5) 

4- (3- (5- {yy>-2-^()V^)VT^J) MWJ;P7$/) 7i 



TLC : R f 0J3(^nn*;PA: 2 8 SfST^nj^ 9 : 

1 : 0.1) ; 

NMR (DMSO-dj) : fi 12.84 (s, 1H), 10 JO (s, 1H), 937-9.20 (br, 2H), 
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835-830 Cm, 1H) , 7.94-7.83 Cm, 3H) , 7.74-7.68 Cm, 3H) , 7.45 (t, J = 7.8 Hz, 1H) , 
7.23 Cd, J = 7.8 Hz, 1H), 6.62-6.61 Cm, 1H) , 6.50-6.48 Cm, 1H) , 4.17 (t, J = 5.0 Hz, 
2H) , 255-2.79 (br, 2H) , 2.42-230 (br, 2H) , 1.74-1 Jl (br, 4H) . 

5 $mM2 1 (6) 

4- (3- (5- (N-*?MV-N-7*OK;|,7SyO AUU;P75/) 7 



TLC : R f 032 (?ao*;UA : *9S-)l : Rg6= 8 : 2 : 0 J) : 
10 NMR (DMSO-d.) : 6 12.84 (s, 1H) , 10.26 Cs, 1H) , 9.98 Cbrs, 1H) , 835-832 
Cm, 1H), 7.89 Cm,3H),7.72 (m,2H),7.46 (t, J = 72 Hz, 1H) , 724 (d,J = 72Hz, 
1H), 2.98 Cm, 4H), 2.68 Cs, 3H), 2.40 Cm, 2H>, 1.65 Cm, 6H), 0.87 Ct, J = 72 Hz, 
3H). 

15 £jfiW2 1 (7) 

4- (3- (5 - (2-i?*?)V7S.JX. 1 ?-)l72.;) /tl/'JJl'TS /) 7 
x-JU) -2H-7^7->*>-l-t>- 2%K1 
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O 




TLC : R f 0.10(#»); 

NMR (Dl^SO-dj) : « 12.85 (s, 1H), 10.72 (bis, 1H), 10.24 (s, 1H), 9.19 ^rs, 
2H) , 8 35-8 32 (m, 1H) , 752-7.88 (m, 3H) , 7.74-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 
5 1H),7.24 (d, J = 7.8 Hz, 1H), 3.42 (m, 4H) , 2.98 (bis,2H),2£2 (s,6H),239 Gn, 
2H),1.67 (bts,4H). 

HMffl2 1 (8) 

4- (3- (S-yx^TS/AUU^TSy) 7i-W -2H-7* 

10 7~j>-\-*>>wm. 

o 




TLC : R f 0.17(^DD*;i/A: \ 2 8 X7>*=7*- 9 : 

1 : 0.1) ; 

NMR (DMSO-d») : 8 12.84 (s, 1H), 10 JO (s, 1H), 10.15-9.99 (br, 1H), 
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635-930 (m, 1H) , 7.89-7.83 (m, 3H) , 7.75-7.68 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 
7.23 (d, J = 7.8 Hz, 1H) , 3.08-2.99 (m, 6H) , 2.44-2J2 (br, 2H) , 1.77-1.48 (br, 4H) , 
1.18 (t, J=72 Hz, 6H) o 



5 UMliiiL 

4- (3- (5- (7-tf5 1 v>- 1 — f ;U) WJJPTSy) 7i-W - 




TLC : Rf 037(^nD*;UA : *9 J-fr : f*BS=8 : 2 : 1) ; 
10 NMR (DMSO-d,) : 5 12.84 (s, 1H), 10.21 (s, 2H), 836-8.31 (m, 1H), 
7.94-7.86 (m, 3H) , 7.74-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J = 7.5 Hz, 
1H) , 4.10-3.86 (m, 4H) , 3.15-3.07 (m, 2H) , 150-2.16 (m, 4H) , 1.68-1.44 (m, 4H) . 

%«Sfll2 1(10) 
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0 




TLC : R f 033 (^on^Jl/A : : 2 8%7>^n7*=^ : 

1 : 0.1) ; % 

NMR (DMSO-ds) : 6 12M (s, 1H), 1028 (s, 1H), 9J3-9.11 (br, 2H), 
5 835-8 JO (m, 1H) , 7.93-7.83 (m, 3H) , 7.74-7.68 (m, 2H) , 7 .55-7.35 (m, 6H) , 723 
(d, J = 7.6 Hz, 1H) , 4.09 (t, J = 5.8 Hz, 2H) , 2.98-179 (br, 2H),2J6 (t, J = 7.0 Hz, 
2H), 1.79-1.52 (br,4H). 

gjfi0ll2 1(11) 

10 4- (3- (5- (N— (7?>-2--i)l) *?)V-U-*7)V7$.;) 

o 




TLC : R f 0.49 (^an*;i/A : *9J-)\, : &ffi=8 : 2 : 1) ; 
NMR (DMSO-d,) : 5 12.85 (s, 1H) , 10.40 (s, 1H) , 10.24 (s, 1H) , 8 .35-8 Jl (m, 
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ffl), 7.93-7.86 (no, 3H), 7.80 (d, J = li Hz, 1H) , 7.74-7.70 (m, 2H), 7.46 (t, J = 
8.1 Hz, 1H), 7.24 (d, J = 7.8 Hz, 1H), 6.73 (d, J = 3 3 Hz, 1H) , 635-633 (m, 1H) , 
4.44-430 (m,2H), 3.14-2.90 (m,2H),2.65 (d, J = 43 Hz, 3H) , 239 (t, J = 73Hz, 
2H), 1.80-134 (m,4H) 0 

£38032 1 (12) 

4- (3- (5- (N- t -7^jl/-N-*^JU7= /) /tUU;U75/) 
7i-JW r 2H-7^5 ; S?>-l-^> -itS6i£ X 




10 TLC : R f 020 (^DD*c;i/A : *9/-)V: 2 8 aST^r.?^ 9 : 
1 : 0.1) ; 

NMR (DMSO-d,) : 6 12.84 (s, 1H), 1030 (s, 1H), 9.88-9.69 (br, 1H), 
835-830 (m, 1H) , 7.94-7.83 (m, 3H) , 7.76-7.68 (m, 2H) , 7.45 0, J = 7.8 Hz, 1H) , 
7.23 (d, J = 7.8 Hz, 1H) , 329-3.18 (m, 1H) , 2.81-2.60 Gn, 4H) , 2.40 (t, J = 6.8 Hz, 
15 2H) , 1.87-1,52 (br, 4H) , 131 (s, 9H) . 

**«2 1 (13) 

4- (3- (5- (N-^^-N-2-ynfcf-;i/75/) A'HUWTS 
/) 7irjW - 2 H-7*7$?>- 
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TLC : R f 034<*DD*;kk: **y-;i/:»K=8 : 2 :0.5) 
NMR (DllsO-dj) : 6 12.84 (s, 1H), 10.56 (brs, 1H), 1021 (s, 1H), 833^ 
1H) , 7.86 3H) , 7.72 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J = 7.8 Hz, 1H) , 
5 4.09 (s, 2H), 3.84 (s, 1H), 3.10 (m, 2H), 2.77 (s, 3H), 239 (m, 2H), 1.65 (m, 
4H)o 



mMM2 1 (14) 

4- (3- (5- (N-- MsV)V7$.S) 
10 7iZW -2H-7?7S>>-l-*>" 




CH 3 CH 3 



TLC : Rf 0.22(^nn*;i/A: 8 : 2 : 0.5) ; 

NMR (DMSOA) : ^ 12^ (s,lH),10.24 (s, 1H), 9.25 (bis, 1H), 835-8.32 
(m, 1H) , 7.91-7.88 (m, 3H) , 7.74-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 



158 



WO 00/44726 



PCT/JPOO/00319 



= 7.8 Hz, 1H), 3.08-2.81 Gn,4H),2.71 (d, J = 4.8 Hz, 3H), 2.40 (t,J = 6.6Hz,2H), 
2.05-1.98 (m, 1H) , 1.70-1.62 (m, 4H) , 0.95-0.91 (m, 6H) . 

^6^2 1 (15) 

5 4- (3- (4-t;p*'jy:7? 1 u;i/75/) 7i-;w 

o - 




TLC : Rf 0.27(^no*;UA : ^^/-;i/:PK=8 : 2 : 1) ; 
10 NMR (DMSO) : 6 12.85 (s, 1H), 10.60 (bis, 1H), 1031 (s, 1H), 836-830 (m, 
1H), 7.94-7.85 (m, 3H), 7.76-7.68 (m, 2H), 7.47 (t, J =7.8 Hz, 1H) , 7.26 (d, J = 
7.8 Hz, 1H) , 3.98-3.88 (m, 2H) , 3.80-3.68 (m, 2H) , 3.48-338 (m, 2H, overlapped 
with H20), 3.16-2.98 (m, 4H), 232-2.42 (m, 2H overlapped with DMSO), 2.06- 
1.94 (m,2H). 

15 

TL C : R f 0.46(*no#;kk : j**/-;W=l 0 : 1) ; 
NMR (DMSO-4, DMSO = 2.49ppm) : <5 12.85 (s, 1H), 10 .22 (s, 1H), 9.68 
(bis, 1H), 835-832 (m, 1H), 7.92-7.88 (m, 3H), 7.72-7.68 (m, 2H) , 7.48 (t, J = 
20 7.8 Hz, 1H) , 7.26 (d, J = 7.8 Hz, 1H) , 3.98-3.95 (m, 2H) , 3.69-3.61 (m, 2H) , 3.47- 
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334 (m, 2H), 3.16-3.04 (m, 4H), 2.48-2.43 (m, 2H), 232 (s, 3H), 2.00-1.94 (m, 
2H). 

SEW 2 1 (16) 

5 4- (3- (5- (N-Xf^-N-^UTSvO /tHUI/TSy) 7i 



O 




TLC : Rf 023(^nn*;i/A: ^^y-;U:»IS=8 : 2 : 1) ; 
N M R (DMSO-d*) : 6 12.85 (s, 1H) , 1025 (s, 1H) , 9.93 (bis, 1H) , 835-832 
10 On, 1H) , 7.93-7.86 (m, 3H) , 7.75-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 724 (d, J 
= 7.5 Hz, 1H) , 3.18-2.92 (m, 4H) , 2.67 (d, J = 5.1 Hz, 3H) , 2.40 (t, J = 6.6 Hz, 2H) , 
1.76-1.56 (m, 4H) , 120 (t, J = 7 5 Hz, 3H) . 

*»W2 1 (17) 

15 4- (3- (5- (2, 2. 2-hy7**OX^7Sy) /tt/»j;P75 
J) 7xXJ» - 2 H-7*95»-l 
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TLC : R f 035 (^ncuJvJUA : *9 J—)V=§ : 1) ; 

_ " " . \ 

N M R (DNfep-dg) : 5 12.85 (s, 1H) , 10.24 (s, 1H) , 9.71 (bis, 2H) , 835-832 
(m, 1H) , 7.9+7.85 (m, 3H) , 7.75-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 
5 = 7.8 Hz, 1H), 4.05 (q, J = 9.6 Hz, 2H) , 3.01 (t, J = 7.8 Hz, 2H) , 238 (t, J = 6.6 Hz, 
2H), 1.78-1.58 (m,4H). 



fS%gi|2 1(18) 

4- (3- {S-i/>7U-7u}i)\,T^JrtW))VTS.;) 7x.-)l) -2H 

10 -y&?i?>-i-*>'fflm 

o 




TLC : Rf 0.56(£Od*;i/A : ^ * y -)V : »86= 9 : 1 : 0.5) : 
NMR (DMSOdj) : 5 I 2 - 84 k *H), 10.26 (s, 1H), 9.07-8.94 (br, 2H), 
835-830 (m, 1H) , 7.95-7.85 (m, 3H) , 7.75-7.69 (m, 2H) , 7.45 (t, J = 8.0 Hz, 1H) , 
15 7.23 (d, J = 8.0 Hz, 1H) , 3.02-2.90 (m, 2H) , 170-238 (m, 1H) , 2.44-232 (m, 2H) , 
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1.72-138 (m, 4H) , 0.88-0.82 (m, 2H) , 0.73-0.66 (m, 2H) . 
^«jW2 1 (19) 

4- (3- (5- &i7n^*y>)V*7)l7$/) KUVJITS.;) 7i- 
5 ;0 -2H-73'7y>- 1 —*> 

O 



TLC:Rf 031 (^nntfjkk : ;* * / : #8= 9 : 1 :0.2) ; 
NMR (DMSOd,) : 5 12*4 (s, 1H), 10.26 (s, 1H), 8.60-8.47 (br, 2H), 
836-830 (m, 1H) , 7.94-7.85 (m, 3H) , 7.75-7.68 (m, 2H) , 7.46 (t, J = 7.5 Hz, 1H) , 
10 7.24 (d, J = 75 Hz, 1H) , 2.93-2.82 (m, 2H) , 2.75-2.66 (m, 2H) , 2.43-233 (m, 2H) , 
1.78-1 JO (m, 10H) , 125-1.00 Gn, 3H) , 0.98-0.83 Gn, 2H) . 

£18012 1 (2 0) 

4- (3- <5- (N, N-tf* (2-j*K*->X?-;V) 7S/) A*WJ;P 
15 75/) 7x-;P) -2H-7^7>?>-l-*>-SBIlfi 



e ■ 
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N 

s 



0CH 3 



OCH3 



TLC : R £-024 (^oo*;PA : : 1*8=8 : 2 : 0.5) ; 

NM R (DMSO-d.) : S 12.86 (s, 1H) , 1028 (s, 1H) , 9.84 (brs, 1H) , 8.36-8.32 
(m, 1H), 7.90 (m,3H), 7.71 (m,2H),7.46 (t, J = 7.8 Hz, 1H) , 724 (d,J = 7.8Hz, 
5 1H),3.67 (t, J = 5.0 Hz, 4H), 3.46 (m, 4H) , 327 (s, 6H) , 3.13 (m,2H),239 (m, 
2H),1.65 (m,4H). 

£ffi0!l2 1 (2 1) 

4- (3- (5- (ft7i>-2-' ()V*7frT$S) rtUVKTS./) 
10 7x-JU) -2H-7*5b>- 



TLC : R f 0.53 (*nn#;UA : : M=8 : 2 : 03) ; 

NMR (DMSO-d.) : 6 12.85 (s, 1H) , 1021 (s, 1H) , 9.04 (brs, 2H) , 836-832 
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(m, 1H), 7.92-7.88 (m, 3H), 7.74-7.70 (m, 2H), 7.62 (dd, J = 5.2, 12 Hz, 1H) , 
7.47 (t, J = 7.8 Hz, 1H), 730-7.23 (m,2H),7.08 (dd, J = 5.2, 3.4 Hz, 1H) , 435 (m, 
2H),2.91 (m,2H),237 Gn,2H),1.65 (m,4H). 

5 £flSfll2 1 (2 2) 

4- (3- (5- (N-^jP-N-'fV^Cifc^TSv') WJ^73>0 



TLC : R f 0.23 (?nn*jk& : : »H=8 : 2 : 0 J) ; 

10 NMR (DMSO-d,) : 6 12.85 (s, 1H) , 10.18 (s, 1H) , 934 (bis, 1H) , 835-832 
(m, 1H), 7.92-7.86 (m, 3H), 7.71 (m, 2H), 7.47 (t, J = 7.8 Hz, 1H) , 7.25 (d, J = 
7.8 Hz, 1H), 3.50 (m, 1H), 3.08-255 (m, 2H) , 2.62 (d, J = 4.8 Hz, 3H) , 2.40 (t, J 
= 6.9Hz,2H), 1.65 Gn,4H),1.22 (d, J = 6.6 Hz, 3H) , 1.18 (d, J = 6.6 Hz, 3H) . 

is mmm2i (23) 

4- (3- (5- (5rh9kHP75>-2— f JM^75/) /tWJJU 
75/) 7I-JW -2H-7^7y>-l-t>"jlSJ| 




CH3 
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o 




TLC : R f 0J0(^DPJf!^A: ^^y-;U:»K=8 : 2 :0J) ; 
NMR (DMSO-d.) : 6 12.85 (s, 1H), 1028 (s, 1H), 8.94-8.80 (br, ill), 
8.72-8.58 (br, 1H), 8.35-8.31 (m, 1H) , 7.95-7.86 (m, 3H) , 7.76-7.69 (m, 2H), 7.46 
5 (t, J = 8.0 Hz, 1H) , 724 (d, J = 8.0 Hz, 1H) , 4.17-4.07 (m, 1H) , 3.80-3.75 (m, 1H) , 
3.72-3.64 (m, 1H) , 3.08-2.80 (m, 4H) , 2.40-135 (m, 2H) , 2.05-1.48 (m, 8H) . 

1 (2 4) 

4- (3- (5- t-y^;U75/A*VU;i/75y) 7i-« -2H-7 
10 *5v>-l 

o 




TLC : R f 035 (^DD!j>;i/A : : Rrffi=8 : 2 : 03) ; 

NMR (DMSO-dt) : 5 12.85 (s, 1H), 1029 (s, 1H), 8.70-8.60 (br, 2H), 
836-8 Jl (m, 1H) , 7.94-7.86 (m, 3H) , 7.76-7.70 On, 2H) , 7.46 (t, J ■ 8.0 Hz, 1H) , 
15 724 (d, J = 8.0 Hz, 1H) , 190-2.78 (m, 2H) , 2.45-138 (m, 2H) , 1.75-1.60 (m, 4H) , 
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1.26 (s,9H). 
$mM21 (2 5) 

4- (3- (5-^^>^75yAPU;U75/) 7x-JW -2H- 
5 7?7V>-l-*> 



o 




TLC : R f 0.49 (^an*;i/A : *?/-)l> : ftB£=8 : 2 : 03) ; 
NMR (DMSO-tQ : 5 12.85 (s, 1H), 1026 (s, 1H) , 835-8 32 Gn,lH), 8.26 
(brs, 2H) , 7.91-7.88 (m, 3H) , 7.75-7.70 (m, 2H) , 7.47 (t, J = 7.8 Hz, 1H) , 724 (d, 
10 J = 7.8 Hz, 1H) , 2.90 (m, 2H), 2.72 (m, 2H), 2J9 (t, J =_ 6.9 Hz, 2H), 1.72-1.62 
(m,4H),0.96 (s,9H). 

mMM2 1 (2 6) 

4- (3- (5- (2 -^Ptf-^T^y) /tHJ 7irjW - 

15 2H-7*7S»- 
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TLC:Rf 0J3(^OO*;i/A:^^y-;U: 2 8 367^-7*= 9 : 
1 : 0.1) : £ \ 
NMR (DMSO-iU : 5 li84 (s, 1H), 10.27 (s, 1H), 9.46-9.24 (br, 2H), 
5 8.35-8.30 (m, 1H) , 7.94-7.83 (m, 3H) , 7.75-7.68 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 
723 (d, J = 7.8 Hz, 1H) , 3.92-3.79 (br, 2H) , 3.6 8 (t, J = 2.4 Hz, 1H) , 3.04-2.96 
(br, 2H) , 2.43-231 (br, 2H) , 1.79-1.50 (br, 4H) . 

<a»«2 1 (2 7) 

10 4- (3- (5-sec-?W7S//1WJJU7^ /) 7x-JP) -2H-7 



TLC : Rf 0.48(?nnsM/A : 2 8X7> ; E-7*=4 : 

1 : 0.1) : 

15 NMR (DMSOhU : 5 12.84 (s, 1H), 1028 (s, 1H), 8.77-8.43 (br, 2H), 
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835-830 (m, 1H) , 7.94-7.84 (m, 3H) , 7.75-7.68 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 
723 (d, J = 7.8 Hz, lH), 3.11-2.78 (br, 3H> , 2.43-232 (br, 2H) , 1.82-132 (m, 6H) , 
1.17 (d, J = 6.6 Hz, 3H), 0.86 (t, J = 7.4 Hz, 3H) . 

5 H«SgH2 1 (2 8) 

4- (3- (5 -X3MU7i/AU'j;U75/) -4-^PD7iZJl/) - 



TLC:Rf 0.54 : : H&= 8 : 2 : 1) ; 

10 NMR (DMSO-d,) : 8 12.90 (s, 1H) , 9.72 (s, 1H) , 8.54 (bis, 2H) , 835-832 (m, 
1H) , 7.94-7.89 (m, 3H) , 7.76-7.72 (m, 1H), 7.66 (d, J = 8.1 Hz, 1H) , 7.41 (dd, J = 
8.1, 1.8 Hz, 1H) , 2.94-2.82 (m, 4H) , 152-142 (m, 2H) , 1.66-1.58 (m, 4H) , 1.16 (t, 
J = 7 J Hz, 3H) o 

15 *mM2 1 (2 9) 

4- (3- (S-y^TS/nUUJWTS/) -4-^nD7irjW - 
2H-7*7> f >- 1 • JSBMS 
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O 




TLC : R f 033 (i^aaWA : *9J—)V : »§S=8 : 1 : 1) t 
NMR(DMSQ-d,) : 6 12.90 (s,lH), 9.73 (s,lH), 8.60 (bis,2H), 835-832-'fa, 
1H) , 7.94-7.88 (m, 3H) , 7.75-7.72 (m, 1H) , 7.66 (d, J = 8.1 Hz, 1H) , 7.41 (dd, J = 
5 8.4, 2.1 Hz, 1H) , 2.94-2.78 (m, 4H) , 2.51-2.42 (m, 2 H) , 1.68-1 JO (m, 6H) , 1.36- 
1.24 (m,2H),0.86 (t, J = 7.2 Hz, 3H) . 

mmm2i op) 

10 -2H-7*7^>-l-:*->-&6&& 

b 

•HCI 

O 

TLC : Rf 0.77(^PP*;PA : >^/-^:»S6=8 : 2 :0J) ; 
NMR (DMSO-d*) :6 12^5 (s,lH), 1025 (s,lH), 8.67 (brs,2H), 8 J5-8J2 
(m, 1H) , 7.92-7.88 (m, 3H) , 7.74-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 
15 = 7.8 Hz, 1H), 2.89 (m,2H),2.76 (m,2H),238 (m,2H),1.65 (bra, 4H) , 1.02 (m, 
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1H), 0.54 (m,2H), 0.33 (m,2H). 

zmm2 1 o i) 

4- (3- (S-i^a^^M^TS/AWJ^TS/) 7i-JW 
5 -2H-7^7V>- 1 ' 



o 




TL C : R f 0.59(£nci#;kk : : »&= 8 : 2 : 0.2) ; 

NMR (DMSO-d^) : 6 12.85 (s, 1H), 10.24 (s, 1H), 835-8.43 (br, 2H), 
836-8.31 (m, 1H) , 7.94-7.86 (m, 3H) , 7.75-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 
10 7.24 (d, J = 7.8 Hz, 1H) , 2.94-2.77 (m, 4H) ^2,43-235 (m, 2H) , 2.20-2,06 (m, 1H) , 
1.80-1.40 (m, 10H) , 126-1.13 (m, 2H) . 

^MgH2 1 (3 2) 

4- (3- (S-S^a^^TS/AUU^TS/) 7irjW -2H- 
15 7*7i?>-l-*> 



170 



WO 00/44726 



PCT/JFOO/00319 



O 




TL C : R f 0.59 o n#;kk : **J-)V : im- 8 : 2 : 0.2) ; 
•NMR (DMSO-dj) : 6 12.85 (s, 1H), 1025 (s, 1H), 9.01-8.86 (br, 2H), 
8.36-8.30 Gn;iH), 7.95-7.85 (m, 3H) , 7.76-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 
5 724 (d, J = 7.8 Hz, 1H) , 3.70-330 (mj 1H) , £82-2.68 (m, 2H) , 2.42-132 (m, 2H) , 
220-2.06 (m, 4H) , 1.82-135 (m, 6H) . 



1 (3 3) 

4- (3- (5- (2-7;^nx^;U75/) /tHUPTS/) 7xZW 
10 - 2 H-7*5S»-1 

O 




TL C : R f 0.35 (^OPJftJkk 8 : 2 : 1) ; 

NMR (DMSO-d.) : 6 12.85 (s, 1H) , 1024 (s, 1H) , 8.99 (bis, 2H) , 8 .35-8 32 
Gn,lH), 7.94-7.85 (m,3H), 7.74-7.70 (m, 2H) , 7.46 ft, J = 8.1 Hz, 1H) , 724 (d,J 
15 = 9.3 Hz, 1H) , 4.72 (dt, J = 46.8, 4.8 Hz, 2H), 326-3.18 (m, 2H) , 3.02-2.90 Gn, 
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2H) , 2.41-136 (m, 2H) , 1.78-1.58 (m, 4H) . 
glMW2 1 (3 4) 

4- (3- (S-^jfc'JZ/IWJ^TS/) -4-^nn7i-f) -2 

5 H-7^7y>- 1 • 

0 



TLC:Rf 0.23(?nn*;!,A: **/--;U=9 : 1) ; 
NMR (DMSO-d,) : 6 12.90 (s, 1H) , 10.41 (bis, 1H) , 9.72 (s, 1H) , 8.38-8 .31 
(m, 1H) , 7.96-7.86 (m, 3H) , 7.76-7.71 (m, 1H) , 7.66 (d, J - 8.4 Hz, 1H) , 7.41 (dd, 
10 J = 8.4, 2.1 Hz, 1H) , 3.98-3.90 (m, 2H) , 3.76-3.68 (m, 2H) , 3.42-3.30 (m, 2H) , 
3.14-2.94 (m, 4H) , Z50-2.41 (m, 2H) , 1.80-1.56 (m, 4H) . 

jfeffig!l2 1 (3 5) 

4- (3- (5-^/^;UT5/A'UU;P75/) -4-^h+->7irjW 
15 -2H-7*7v ? >-l-*> 
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TL C : R f 0.28 no*;WA : : gf&= 8:2: 0.5) ; 

NMR (D^O-d.) : 6 12.78 (s, 1H), 1020-10.03 (br, 1H), 9J0 (s, 1H), 
8J35-8J0 (m, 1H) , 8.21 (d, J = 2.0 Hz, 1H) , 7.94-7.83 (m, 2H) , 7.80-7.73 (m, 1H) , 
5 730 (dd, J = 8J, 2.0 Hz, 1H), 7.20 (d, J = 8.5 Hz, 1H), 3.92 (s, 3H) , 3.07-2.97 (m, 
2H),2.70 (d, J = 4.8 Hz, 6H), 2.49-2.40 (m,2H), 1.74-1.50 (m,4H). 

%mm 2i (3 6) 

4- (3- (5- (2-^^;i/-2-^n^-;P75/) nuu;PT5y) 

10 7i-W - 2 H-7*75»- 




TL C : R f 0.43 (fOU-fcJlk : : 2 8%7>*=.77i<.= 9 : 

1 : 0.1) ; 

NMR (DMSO-d,) : 6 12.84 (s, 1H), 1029 (s, 1H), 9.02-8.83 (br, 2H), 
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835-8 JO (m, 1H) , 7.94-7.84 (m, 3H) , 7.75-7.68 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 
7.23 (d, J = 7.8 Hz, 1H), 5.07 (s, 2H), 3.61-337 (br, 2H), 2.94-2.88 (br, 2H), 
2.43-232 (br, 2H) , 1.77-1.65 Gn, 7H) . 

5 Hffigll2 1 (3 7) 

4- (3- (5- (2- (l-v'$m'vH:>-l ~f;W Xf^7 = y) 



TLC : R f 0.40 (^nntfJWA 2 8%7>*-7tK=9 : 

10 1 : 0.1) ; 

NMR (DMSOd.) : 6 12.91-12.76 (br, 1H) , 1028 (s, 1H) , 735-7.68 (m, 8H) , 
7.45 (t, J = 7.6Hz, 1H) , 7.23 (d, J = 7.6 Hz, 1H) , 5.47-539 (br, 1H) , 2.97-2.74 (br, 
4H) , 2.43-2.10 (br, 4H) , 1.99-1.79 (br, 4H) , 1.74-1.48 (br, 8H) . 

15 mmm2 1 (3 8) 

4- (3- (5-v/^;U7^/A*WJJU7^/) -4-hHn^>7i= 





•HCI 

O 
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O 




TLC : R f Q36(i7anfr)VA:*9S-)\':ffl&=G : 4 : 1) ; . % 
NMR (DMSCMj : 6 12.74 (s, 1H) , 10.26 (s, 1H) , 938-9.43 (br, 1H) , 935 (s, 
1H) , 836-830 (m, 1H) , 8.07 (d, J = 1.8 Hz, 1H) , 7.93-7.74 (m, 3H) , 7.16 (dd, J = 
5 8.1, 1.8 Hz, 1H), 7.02 (d, J = 8.1 Hz, 1H) , 3.10-3.00 (m, 2H), 2.73 (d, J = 33 Hz, 
6H) , 230-2.45 Gn, 2H) , 1.72-133 (m, 4H) . 

«MX2 1 (39) 

4- (3- (5- (1, 2-^^yae;U75y) A'UU^TS/) 7 

io x-;i/) -2H-7^7v>- 1 • 



o 




TLC : R f 0.54 <*nn*;PA : : #BS=8 : 2 : 03) ; 

NMR (DMSO-d,) : 6 1235 <&, 1H) , 10.21 (s, 1H), 839 (bis, 1H), 835-832 
(m, 1H) , 8.16 (bis, 1H) , 7.93-7.86 (m, 3H) , 7.73-7.70 (m, 2H) , 7.47 (t, J = 7.8 Hz, 
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1H),7.25 (d, J = 7.8 Hz, 1H), 3.06-2.92 (m,3H),239 (t, J = 63 Hz, 2H), 2.04 (m, 
1H), 1.66 (m, 4H), 1.09 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 8.7 Hz, 3H), 0.86 (d, J = 
8.7Hz, 3H). 

5 mMM2 1 (4 0) 

4- (3- (5-?**^*>jyA|/U;P7Sy) 7i-W -2H-7* 



TLC : R f 038 (*an#;kk : 2 8 9S7> : E-7*=9 : 



10 1 : 0.1) ; ..... v 

NMR (DMSOdj) : 6 12.84 (s, 1H), 10.75-10.52 (br, 1H), 10.26 (s, 1H), 
835-830 (m, 1H) , 7.94-7.84 (m, 3H) , 7.75-7.68 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 
7.23 (d, J = 7.8 Hz, 1H) , 3.72-3.59 (m, 2H) , 323-2.97 (m, 6H) , 2.88-2.72 (m, 2H) , 
239 (t, J = 7.0 Hz, 2H) , 1.81-1.53 Cm, 4H) . 

15 

IBfctt2 1 (4 1) 

4- (3- (5- <4-**-;ni'<53*>-i— tjw Ai^u;P7^y) 7 



e 
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•2HCI 

O 



CH 3 



TLC : R £ 0.13 (9 no*;PA : **S-)V : 2 8%7> : E^7A(.= \: 



1 : 0.1) ; ' 

NMR (DMSO-d.) : 6 12M (s, 1H), 1200-11.40 (br, 2H), 10.27 (s, 1H), 
5 8J5-830 (m, 1H) , 7.94-7.83 (m, 3H) , 7.75-7.68 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 
7.23 (d, J = 7.8 Hz, 1H), 3.85-2.98 (br, 10H) , 2.79 (s,3H),2J9 (t, J = 6.8 Hz, 2H) , 
1.83-1.52 (br,4H). 

£fSfl2 1 (4 2) 

10 4- (3- (5-5?^^;P7S//tuu;i/75y) -4-7)l*nyx.~M 



TLC : R f 0.41 (^OOtJvJPA: *9S-)V: 2 8%7> : E-7*.= 9 : 
1 : 0.2) ; 



O 
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NMR (DMSO-d.) : 6 1186 (s, 1H), 10.10-955 (br, 1H), 9.95 (s, 1H), 
835-8 31 (in, 1H), 8.16-8.11 (in, 1H), 7.95-7.85 Gn, 2H), 7.74-7.68 (m, 1H), 
7.46-7.32 Gn, 2H), 3.06-3.00 (in, 2H), 171 (s, 6H), 149-143 Gn, 2H), 1.74-1 JO 
Gn,4H). 

5 

Hffl^2 1 (4 3) 

4- (3- (5-*>*D7ofc:;|,75/AHUP7$/) -4-^DD7i 




10 TLC : R f 0.43 (£OPjfc;kk : 2 8X7>%:i7*'-9 : 

1 :0.2) ; 

NMR (DMSO-dt) : « 1190 (s, 1H), 9.70 &, 1H), 8.73-8J7 (br, 2H), 8J7- 
8.31 Gn, 1H), 756-7.86 Gn, 3H), 7.76-7.69 Gn, 1H), 7.66 (d, J = 8.1 Hz, 1H), 
7.41 (dd, J = 8.1, 10 Hz, 1H) , 3.06-190 Gn, 2H) , 174-160 Gn, 1H) , 150-140 Gn, 
15 2H) , 1.76-136 Gn, 4H) , 0.85-0.65 Gn, 4H) . 

*HW2 1 (44) 

4- (3- (5- (2-7;M-nx^73/) AUUJP75y) -4-? 
OP7x-;W -2H-7^7> ? >-l-*>-«B8ia 
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TLC : R f 0Jl(^on*;PA:^^/-;i/: 2 8 %7>^E-7*= 9 : 
1 :0.2) ; V , 

NMR (DMSOkU : 5 12.90 (s, 1H) , 9.71 (s, 1H) , 8.97-8.84 (br, 2H) , 837- 
5 831 (m, 1H), 7.95-7.86 (m, 3H), 7.76-7.70 (m, 1H), 7.66 (d, J = 8.4 Hz, 1H) , 
7.41 (dd, J = 8.4, Zl Hz, 1H) , 4.71 (dt, J = 47.0, 4 J Hz, 2H), 337-3.18 Cm, 2H) , 
3.02-2.90 (m, 2H) , Z50-Z40 (m, 2H) , 1.75-1.60 (m, 4H) . 

11^2 1 (4 5) 

10 4- (3- (5-?*?ft>TS.S/VsVfr7SS) -4-/f^7i-f) 
-2H-7^7^>- 1 — • 



TLC : R f C25(*cm#;VA:**/-;U: 2 8X7>t-7*=9 : 
1 :0.2) ; 



O 




CH 3 



CH 3 
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NMR (DMSOd«) : 8 1282 (s, 1H), 1025-10.06 (br, 1H), 9.53 (s, 1H), 
836-830 (m, 1H) , 7.93-7.84 (m, 2H) , 7.79-7.73 (m, 1H) , 7.66 (s, 1H) , 737 (d, J 
= 7.7 Hz, 1H), 729 (d, J = 7.7 Hz, 1H), 3.09-297 (m, 2H), 271 (d, J = 4 J Hz, 
6H), 246-240 Gn,2H),231 (s,3H), 1.76-1 .56 Gn,4H). . 

5 

&86fll2 1 (4 6) 

4- (3- (5- (2 -*3MU-2 -yp^-;U7^7) A*HJ;U75/) 
-4-^nn7x~;i/) -2H-7^7y>- 1 > ■ x 



o 




10 TLC : R f 0.50 (* no** A: **J-)V\ 2 8 JST^rT*^ 9 : 
1 : 02) ; 

NMR (DMSO-dft) : 5 1290 (s, 1H) , 9.71 (s, 1H) , 8.80-8.67 (br, 2H) , 836- 
831 (m, 1H), 7.95-7.86 (m, 3H), 7.76-7.70 (m, 1H), 7.66 (d, J = 8.1 Hz, 1H), 
7.41 (dd, J = 8.1, 20 Hz, 1H) , 5.07 (s, 2H) , 3.49 (t, J = 5.4 Hz, 2H) , 294-282 (m, 
15 2H) , 248-243 Gn, 2H) , 1.77 (s, 3H) , 1.77-1 J8 (m, 4H) . 

3lflfig|2 1 (4 7) 

4- (3- (5- (2-^D^-;P7S/) ni/U;U75/) 7i=JW - 
2H-7^7i?>- 1 -aT> • W&Sl 
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O 




TLC : R f 0.56 (*on#;PA : j**/-JU: »K=8 : 2 : 1) ; 
NMR (DMSO-^ : 6 12.85 (s, 1H) , 10.25 (s, 1H) , 8.91 (bis, 2H) , 8-36-*,31 
(m, 1H) , 7.9^7!85 (m, 3H) , 7.76-7.68 (m, 2H) , 7.46 (t, J = 8.1 Hz, 1H) , 7.24 (d, J 
5 = 7 J Hz, 1H) , 5.95-5.82 (m, 1H) , 5.44 (dd, J = 17.4, 1.2 Hz, 1H) , 537 (d, J = 102 
Hz, 1H), 3.57-3.51 (m, 2H), 2.92-2.80 (m, 2H) , 2.41-234 (m, 2H), 1.69-1.60 (m, 
4H). 

aa<M*2 1 (4 8) 

10 4- (3- (5- (2-yotf~;i/75/) AUU;P75/) -4-0PD 
7i-JW -2H-7^7y>- 1 




TLC : Rf 0.41 (^no*;UA : ^^/-^ : 2 8X7>*=7*-9 : 
1 : 0.2) ; 

15 NMR (DMSO-ds) : 6 12.90 (s, 1H) , 9.73 (s, 1H) , 9.40-9.25 (br, 2H) , 837- 
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8 JO Gn, 1H), 7.96-7.86 Gn, 3H), 7.76-7.70 Gn, 1H), 7.66 (d, J = 8.4 Hz, 1H), 
7.40 (dd, J = 8.4, 2.0 Hz, 1H) , 3.91-3.83 Gn, 2H) , 3.69 (t, J = 2.3 Hz, 1H), 3.00- 
2.88 (in, 2H) , 2.49-2.40 (m, 2H) , 1.74-1.57 Gn, 4H) . 

5 Hlfigy2 1 (4 9) 

4- o- (5- (N-^^-N-ypfc^T^ /) n^u;i/7sy) - 

4-^OP7i-;W -2H-7^7>?>-l-*>-fii|ia 




T L C : R f 029 D P*;PA : : 8 : 2 : 0.5) : 

10 NMR (DMSO-d.) : 5 12.90 (s, 1H) , 10.01 (bis, 1H) , 9.74 (s, 1H) , 8.36-8.32 
(m, 1H) , 7.93-7.88 Gn, 3H) , 7.75-7.71 Gn, 1H) , 7.67 (d, J = 8.2 Hz, 1H) , 7.41 (m, 
1H), 2.98 Gn, 4H), 2.68 (d, J = 4.8 Hz, 3H), 2.48 (m, 2H), 1.70-1.59 Gn, 6H), 
0.87 (t,J = 7.0Hz,3H). 

15 HM^12 1 (5 0) 

4- (3- (5— ryy^TSZ/tUUA'TS/) 7z-;» -2H-7 
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O 




TLC : R f 0.70 (*nn*;i/A : *9J—)\, : 9?Bfc=8 : 2 : 0J)- t ; 
NMR (DMSO-ds) : * 12.85 (s, 1H), 10.22 (s, 1H), 836-832 (m, 3H), 7.89 V (m, 
3H), 7.74-7.70 (m, 2H), 7.5 1-7.19 (m,2H),2.88 (m, 2H) , 2.70 (m,2H),238 (m, 
5 2H),1.65 (m,5H),0.92 (d, J = 6.6 Hz, 6H) , 

%ffi092 1 (5 1) 

4- (3- (5- (2-^0^-^*'>T5 7) A*UU ;U7^/) 7i- 

IW -2H-7^7y>-i-*>-Mi 



o 



10 




TLC : R f 0.46 <*OD*Jkk : 9 : 1) ; 

NMR (DMSO^ : 6 12.84 (s, 1H>, 11.53 (bis, 1H), 10.18 (s, 1H) , 8 36-830 
(m, 1H) , 7.94-7.85 (m, 3H) , 7.75-7.68 (m, 3H) , 7.46 (t, J = 7.8 Hz, 1H) , 724 (d, J 
= 7.8 Hz, 1H) , 5.97-5.84 (m, 1H) , 5.40 (dd, J = 17.1, 13 Hz, 1H> , 532 (d, J = 10.2 
15 Hz, 1H) , 4 .54 (d, J = 5.7 Hz, 2H) , 320-3.14 (m, 2H) , 2.40-235 (m, 2H) , 1.69-1.63 
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(m,4H). 

$mm2 1 (5 2) 

4- o- (5-^p^5 i ;i'75yn^u;u75y) 7i-;w -2H 

5 -7*95»-l-:*> 



NMR (DMSQkU : 6 12*5 (s, 1H), 10.24 (s, 1H) , 8.51 (m, 2H) , 833 (m, 1H), 
7.90 (m,3H),7.72 (m, 2H) , 7.46 (t, J = 7.6 Hz, 1H) , 7.24 (m, 1H) , 3.10 (m, 1H) , 
10 2.90 (m,2H), 238 (m,2H), 1.56 (m,16H). 

^2 1 (53) 

4- (3- (5- <K*U5?>-1— fJW AUU;P75y) 7x-JW - 
2H-7^7i?>-l-t>'!SS«l 



o 




TLC : Rf 034(*nn3fWA: *9J—fr : #&=8 : 2 :0.l) ; 



WO 00/44726 



PCr/JPOO/00319 



O 




TLC : R f - 038 (£ najJvJPA : £9 J—)\/ : S?gg=8 : 2 :-l> ; - t 
=■ > 
NM R (DM|0-d.) : 8 12.85 (s, 1H) , 1024 (s, 1H) , 9.73 (bis, 1H) , 8 35-8 32 

(m, 1H) , 7.93-7.86 (m, 3H) , 7.74-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 

5 = 73 Hz, 1H) , 338-334 (m, 2H) , 3.04-297 (m, 2H) , 2.88-2.70 (m, 2H) , 2.40 (t, J 

= 6.9 Hz, 2H) , 1.84-135 (m, 9H) , 1.44-1.26 (m, 1H) . 

gftfl^l (5 4) 

4- (3- (5- (2-'>7/X?-;P75/) AUDITS/) 7iz;W 
10 -2H-y^y^>-l-t>'SmM. 

o 




TLC : R f 0.45 GSte*?-^ : *9/-)V : B«=8 : 1 : 1) ; 
NMR (DMSO-dJ : 6 1184 (s, 1H), 10.29 (s, 1H), 9.24 (bis, 2H) , 835-832 
(m, 1H) , 7.91-7.88 (m, 3H) , 7.73-7.72 (m, 2H) , 7.46 (t, J = 8.0 Hz, 1H) , 7.25 (d, J 
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= 8.0 Hz, 1H), 3.27-3.16 Gn, 2H>, 2.99 (t, J = 7.5 Hz, 2H), 199-287 (m, 2H), 
2.40-236 (m, 2H) , 1.65 (s, 4H) . 

ISSfigj|2 1 (5 5) 

5 4- (3- (5- Crt-fcF07-KK>-l— f-JW /XUUJl'TSy) 7x 




TLC : R f 0.61 (i&^^U> : : IE&= 8 : 1 : 1) ; 

NMR (DMSO-d.) : d 12.85 (s, 1H) , 10.20 (s, 1H) , 9.66 (bis, 1H) , 835-8 32 
10 (m, 1H) , 7.93-7.91 (m, 3H) , 7.73-7.71 Gn, 2H) , 7.47 (t, J = 7.5 Hz, 1H) , 7.24 (d, J 
= 15 Hz, 1H), 3.09-3.05 (in, 6H) , 239 (t, J = 6 J Hz, 2H) , 1.78-U5 (m,12H). 

^MW2 1 (5 6) 

4- (3- (5-->^0'/^TSyAl/U;i/75>') -4-^DU7i- 
15 )V) - 2 H-7*7S?>- 
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O 




TLCrRf 0.23 (&<k*7U> : *9J-)]/=l : 1) ; 

\ 

NMR(DMlo^): 6 12.90 (s,lH), 9.72 <s,lH),8.90 (brs, 2H) , 8 35-8 32. tin, 
1H) , 7.94-7.87 (m, 3H) , 7.75-7.72 (m, 1H) , 7.65 (d, J = 8.4 Hz, 1H) , 7.43-7 39 (m, 
5 1H) , 3.65-3.60 (m, 1H) , 2.80-2.72 (m, 2H) , 234-2.46 (m, 2H) , 2.17-2.10 (m, 4H) , 
1.79-136 (m,6H). 



2 1 (5 7) 



4- (3- (5- (2, 6->>*3 t ;l^E;l'3fc<J>-4-' (M r<W))l7S. 
10 /) 7x-;W -2H-7^7^>-l-3h> 




TLC : R f 031,0.70 (ffift^^U^ : *9J-fr : B®=8 : 1 : 1) ; 
NMR (DMSO-d*) : 5 12.85 (s, 1H> , 1038 (brs, 1H) , 10.22 (s, 1H) , 835-832 
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(m, 1H) , 7.92-7.90 (in, 3H) , 7.73-7.70 Gn, 2H) , 7.47 (t, J = 7.5 Hz, ltd, 726 (d, J 
= 7 J Hz, 1H) , 3.92-3.87 On, 2H) , 3.50-3.16 (m, 4H) , 3.10-3.00 Gn, 2H) ,259 (t, J 
= 10.8 Hz, 2H 3A0) , 2.40 (t, J = 7 J Hz, 2H 7/10) , 1.74-1.62 Gn, 4H) , 1.40 (d, J = 
72 Hz, 3H 3/10) , 1.12 (d, J = 6.6 Hz, 6H 7A0) , 1.08 (d, J = 6.0 Hz, 3H 3/10) . 



11360112 1 (5 8) 

4- (3- (5- <N-X3 1 ;i'-N-2-*h*->X3\>U75y) /tHJ/U 



10 TLC:Rf 0.50(«fc*^U>:;i*/-;K-Rgfc=8 : 1 : 1) ; 

N M R (DMSO-dj) : 5 12.85 (s, 1H) , 10.23 (s, 1H) , 9.62 (bis, 1H) , 8.35-8.32 
(m, 1H) , 7.93-7.86 Gn, 3H) , 7.74-7.71 Gn, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.26 (d, J 
a 7.8 Hz, 1H), 3.65 (t, J = 4.5 Hz, 2H) , 3.30-3.24 (m,2H),328 (s, 3H) , 3.13-3.10 
Cm, 4H), 2.40 (t, J = 6.9 Hz, 2H) , 1.64 (bis, 4H), 1.19 (t, J = 75 Hz, 3H) . 

15 

HJiSgjl2 1 (5 9) 

4- (3- (5- ( 2 - IfiP- 4 - ^f K 5 yy-Jl- 1 (M A*U 



5 



O 
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o 





O *HCI 




CH 3 



TLC : Rf _0M(&Q:*T\s> : *9S-)l :m&=8 : 1 : 1) ; y 
NMR (DNCO-d.) : 5 1Z85 (s, 1H), 1038 (s, 1H), 835-832 (m, 1H), 
7.89-7.88 (m, 3H>, 7.75-7.69 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 736-733 (m, 1H) , 
5 7.24 (d, J = 7.8 Hz, 1H) , 4.07 (t, J = 6.9 Hz, 2H) , 2.94-2.88 (m, 2H) , 2.43-238 (m, 
2H),2.21 (s, 3H), 1.76-1.58 (m,4H), 125 (t, J = 7 J Hz, 3H) . 

mmm2i (6 0) 

4- (3- (S-tJMs'J/AHJ^TS/) -4-7M0 7I-JW - 
10 2H-7$'?5*>-l-#>-*W!* " 

O 



TLC : R f 037(^on*;PA : *9J-)V :»B6=9 : 1 r 1) ; 
NMR (DMSO-d*) : 6 12.86 (s, 1H) , 1038 (brs, 1H) , 9.94 (s, 1H) , 836-831 
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(m, 1H), 8.15 (dd, J = 7.8, 1.8 Hz, 1H), 7.94-7.85 (m, 2H), 7.73-7.68 (m, 1H) , 
7.46-733 (m, 2H), 3.96-3.91 (m, 2H), 3.71 (t, J = 11.7 Hz, 2H), 3.42-3.27 (m, 
2H) , 3.14-2.93 (m, 4H) , 232-2.42 Gn, 2H) , 1.78-134 (m, 4H) . 

5 gg%Sll2 1 (6 1) 

4- (3- (5- (1, 2, 5. 6-xh7tHDtrUv>-l—r;P) A* 



TLC : Rf 0.40(^OD*;UA : *^/-Jl/ : »B8= 9 : 1 : 1) ; 
10 NMR (DMSO-d*) : 5 12.85 (s, 1H) , 10.25 (s, 1H) , 10.13 (bis, 1H) , 8 35-8 31 
(m, 1H) , 7.94-7.85 (m, 3H) , 7.75-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 
= 7.8 Hz, 1H), 5.93-5.84 (m, 1H), 5.72-5.63 (m, 1H), 333-3.70 (m, 1H), 339- 
332 (m, 2H) , 3.14-258 (m, 3H) , 232-235 (m, 3H) , 232-2.18 (m, 1H) , 1.80-134 
(m,4H). 



mmM2 1 (6 2) 

4- (3- (5- (KnU5»-l— fJW AU'J;U7Sy) -4-*nn 
7iZW -2H-7^7^>-l 



o 




15 
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o 




o 



TLC : R f 0.58C&fl:;*?-U>: J**y-;l/:#lfe=8 : 1 : 1) ; 
NMR (DMSO-ds) : a 12^0 (s, 1H) , 10.19 (bis, 1H) , 9.72 (s, 1H) , 8.35-832 
(m, 1H) , 7.94-7.87 (m, 3H) , 7.75-7.72 (m, 1H) , 7.65 (d, J = 8.1 Hz, 1H) , 7.43 (dd, 
5 J o 8.1, 2.1 Hz, 1H), 3.59-3.52 (m, 2H), 3.16-3.07 (m, 2H), 2.96-2.93 (m, 2H), 
2^0-2.44 (m, 2H) , 1.97-1.83 Cm, 4H) , 1.76-1.60 (m, 4H) . 

zmm2 i (6 3) 

4- (3- (5- ( (2S) -2-*Y* : s*?-)V\ZW)V>-l-><)V) 
10 KWlfrTS./) 7x-JW -2H-7*7^>-l-:t>-i£gfc& 



O 




TLC : R f 0.20 (*DO*;kk : : »K=8 : 2 : 0.1) ; 

NMR (DMSO-dJ : 6 12.85 (s, 1H), 10.26 (s, 1H),9.89 (bis, 1H), 835-832 
(m, 1H) , 7.91-7 .88 Gn, 3H) , 7.74-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 
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= 7.8 Hz,lH), 3.68-3.29 (m,5H),3.29 <s,3H),3.05 (m,2H),239 Cm, 2H) , 2.13- 
1.63 (m,8H). 

gflfiS12 1 (6 4) 

5 4- (3- (5- (1. 2. 3-MJ7'/-^-l— OW /tl/'J^TS/) 
7i=W -2H-7^7^>-l-*>-igg6^ 

O 




TLC : R f QM<M{t**U>; *9/-fr=9 : 1) ; 
N M R (DMSO-dj) : <5 12.83 (s, 1H) , 10.09 (s, 1H) , 835-832 (m, 1H) , 8.12 (s, 
10 1H) , 7.91-7.86 (m, 3H) , 7.73-7.68 (m, 3H) , 7.46 (t, J ■ 8.1 Hz, 1H) , 7.25-7.22 (m, 
1H), 4.40 (t, J = 6.9 Hz, 2H), 236 (t, J = 7 J Hz, 2H), 1.88-1.83 (m, 2H), 1.56- 
1.51 (m,2H). 

&(«gil2 1 (6 5) 

15 4- (3- (5~^i7a^>^JV75.ynUU)V7S.y) -4-^D07x 
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o 




TLC : R f 0JZ7 (mfctrisy : **S-)l=S : 1) : 
NMR (DMSO-cU : 6 12.90 (s, 1H), 9.72 (s, 1H), 8.58 (bra, 2H), 836-833*{ni, 
1H), 7.94-7.8ST (m, 3H), 7.75-7.72 (m, 1H) , 7.65 (d, J = 8.4 Hz, 1H), 7.4J- 7.40 
5 (m, 1H) , 3.40-3 39 (m, 1H) , 2.95-2.85 (m, 2H) , 2.49-2.40 (m, 2H) , 1.98-1.90 (m, 
2H),1.66-1J0 (m,10H). 

&mm2 1 (6 6) 

4- (3- (5- (N-a-^h^X^-N-^PTSyO /t WJ.fr 
10 75/) -4-^nP7x-;V) -2H-7*yy>-l-*> -mgyg. 

O 




TLC : R f 0.51 C0Mt*^U>: : ftg£=8 : 1 : 1) ; 

NMR (DMSO-d.) : 5 12.90 (s, 1H) , 9.86 (bra, 1H),9.74 (s, 1H), 835-832 (m, 
1H) , 7.94-7.87 (m, 3H) , 7.75-7.72 (m, 1H) , 7.65 (d, J = 8.4 Hz, 1H) , 7.43- 739 
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(m, 1H), 3.64 (t, J = 5.1 Hz, 2H), 330-3.05 tin, 7H), 2.74 (d, J = 43 Hz, 3H), 
234-2.49 (m, 2H) , 1.70-1.62 (m, 4H) . 

Hi6CT2 1 (6 7) 

5 4- (3- (5- (2-*9-JI&*X&-fr7$J) AUU^TS/) 7ir 

o 



TLC : Rf 036 : : »K= 8 : 1 : 1) ; 

NMR (DMSO-d^) : 6 12.84 (s, 1H) , 10.24 (s, 1H) , 8.76 (brs, 2H) , 835-832 
10 (m,lH),7.92r7.88 (m, 3H) , 7.74-7.70 (m,2H),7.46 (t, J = 8.1 Hz, 1H), 7.25 (d,J 
= 8.1 Hz, 1H), 3.12-3.04 (m, 2H), 2.98-2.88 (m, 2H), 2.73 (t, J = 6.9 Hz, 2H), 
2.42-235 (m, 2H) , 2.08 (s, 3H) , 1.68-1.62 (m, 4H) . 

mi&m2 1 (6 8) 

is 4- o- <5-*;w«yy/ti/U^73/) -4-*^;i/7x:ui/) -2 
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o 




TLC : R f 031 2 8 %7>^En7*= 9 : 

1 :0.2) : 

NMR (DMSO-d,) : 6 12.81 (s, 1H), 10.56-10.40 (br, 1H), 9.49 (s, 1H), 
5 835-830 (m, 1H) , 732-7.84 (m, 2H) , 7.78-7.71 (m, 1H) , 7.66 (d, J = 1.5 Hz, 1H) , 
737 (d, J = 7.8 Hz, 1H) , 7.28 (dd, J = 7.8, 1.5 Hz, 1H) , 3.96-3.89 (m, 2H) , 3.78- 
3.67 (in, 2H) , 3.40-334 (m, 2H) , 3.15-2.93 (m, 4H) , 2.43 (t, J = 6.9 Hz, 2H) , 230 
(s,3H), 1.80-1.55 (m,4H). 

10 iM2 1 C6 9) 

4- (3- (5- (-C5*V-;i/- 1 -- r;io 7i-;W 
-2H-7^7->*>- 1 • &&& 



o 




TLC : Rf 036 (mt*?U> : * * y : 3*8= 8 : 1 : 1) ; 
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NMR (DMSCK) : 8 12.85 (s, 1H), 10.25 (s, 1H), 9.18 (s, 1H), 838-832 (m, 
1H) , 7.96-7.86 (m, 3H) , 7.84-7.78 (m, 1H) , 7.76-7.68 Gn, 3H) , 7.52-7.42 Cm, 1H) , 
730-722 (m, 1H), 4.25-4.19 Cm, 2H), 2.44-236 Cm, 2H), 1.88-1.80 Cm, 2H), 
1.62-1.50 (m,2H). 

5 

£16012 1 (7 0) 

4- (3- (5- (3-*h*->fe£0'JS?>-l-f;|/) /SHIFTS/) 
7i-JW - 2H-7*7>>>-l x 



10 TLC : R f 036 (£on*Jkk : *9 S—fr. .: SfSI=8 : 2 : 0.1) ; 

NMR (DMSO-d*) : 6 12.84 (s, 1H) , 10.63 (bis, lHxl/2) , 10.25 (s, lHx 1/2) , 
10.22 (s, lHxl/2), 10.14 (bis, lHxl/2), 835 -832 Cm, 1H), 7.89 Cm, 3H), 7.73- 
7.71 Cm, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J = 7.8 Hz, 1H) , 4.09 Cm, 1H) , 3.56 
•Cm, 2H), 3.22 (s, 3H), 3.10 Cm, 4H), 238 (t, J = 63 Hz, 2H), 225-1.91 Cm, 2H), 

15 1.65 Cm, 4H). 

gSffiflj2 1 (7 1) 

4- (3- (5- (N-^5 L JU-N-2-^nfcf-;i.75/) nwj;i/75 
/) -4-^an7x-J!/) -2H-7*7$?>-i-:*->-iSB&!fi 
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o 




CH 



TLC : Rf 0.43 C£*t;*^U> : *ZJ-)\,= \ 0 : 1) ; 



NMR (DM^O-d^) : 5 1190 (s, 1H), 11.03 (bis, 1H), 9.75 (s, 1H) , 835-8.32 
(m, 1H) , 7.94-7.89 (m, 3H) , 7.75-7.72 (m, 1H), 7.65 (d, J = 8.1 Hz, 1H), 7.42 (d, 
5 J = 8.1 Hz, 1H),4.06 (s,2H), 3.82 Cs, 1H), 3.14-3.04 (m, 2H) , 2.74 (sj3H), 234- 
144 (m t 2H), 1.73-1.63 (m,4H). 

^MM2 1 (7 2) 

4- (3- (5- (l-*b*i'*?)H'!7ai>?-)VT$/) rtUVfrT 
10 5/) 7xrjW - 2H-7^5v>- 1 -:t> ■ 



H3CO 

TLC : R f 0J6(^OD*;PA:y^/-;P: 2 8XT>*-7*=9 : 
1 :02) ; 
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NMR (DMSO-dJ : d 12.85 (a, 1H), 10.24 (s, 1H), 8.64-832 (br, 2H), 
8 36-831 (m, 1H) , 7.95-7.85 (m, 3H) , 7.76-7.69 (m, 2H) , 7.47 (t, J = 8.0 Hz, 1H) , 
7.25 (d, J = 8.0 Hz, 1H), 338 (s, 2H>, 333 (s, 3H) , 2.90-2.76 (m, 2H) , 2.45-235 
(m, 2H) , 1.80-1.47 (m, 12H) . 

5 

&jfiffil2 1 (7 3) 

4- (3- (5- (fbyh KPfcf7>-4— OI/7S/) /tUU;P7S/) 
7i^;W -2H--7*7S?>-l-#>-iSKig 




10 TLC : R f 0J2(^OD*;PA: 2 8 ^7^-7*= 9 : 

1 : 0.2) ; 

NMR (DMSO-da) : 6 12.85 (s, 1H), 10.26 (s, 1H), 8.92-8.77 (br, 2H), 
836-830 (m, 1H) , 7.95-7.85 (m, 3H) , 7.77-7.68 (m, 2H) , 7.46 (t, J = 8.0 Hz, 1H) , 
7.24 (d, J = 8.0 Hz, 1H), 3.94-3.83 Gn, 2H) , 338-3.14 (m,3H), 2.99-2.83 (m,2H), 
15 2.45-234 (m, 2H) , 2.00-1.87 (m, 2H) , 1.77-1.48 (m, 6H) . 

ISi6gll2 1 (7 4) 

4- (3- (5- <3-*h*5/K'*y5»-l— OM nW)frT$/) 
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0 




TLC : R f 0.49 (i/aa^JVA : : »K=8 : 2 : 0.1) ' 

NMR (DNfcO-d^ : 6 12.85 (s, 1H) , 1038 (bis, lHzl/2) , 1034 (s, lHxl/2) , 
10.29 (s, lHxl/2), 9.12 (bis, lHxl/2), 835*32 (m, 1H), 7.91-7.88 (m, 3H), 
5 7.75-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J = 7.8 Hz, 1H) , 3.66-3.03 (m, 
7H),3.28 (s, 3H) , 2.40-230 (m, 2H) , 2.09-1.50 (m,8H). 

^6082 1 (7 5) 

4- (3- (5- (2-* h*'>5/d7D'S^i/;i/75y) ;tl/»j;W7S/) 

io 7x-;w -zn-jfj'jy-i—ty 



o 




TLC : R f 0.44 (^DOtf^A : *9J—)V: 2 8 XT^— 7*= 9 : 
1- : 0 3) ; 

NMR (DMSO-d») : 6 12.85 (s, 1H), 1029 (s, 1H), 8.93-8.76 (br, 1H), 
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8.48-8 31 (m, 2H) , 7.95-7.86 (m, 3H) , 7.76-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 
724 (d, J = 7.8 Hz, 1H) , 3JO-3.22 (m, 1H) , 3.29 (s, 3H) , 3.00-180 (m, 3H) , 2.43- 
2J5 (m, 2H), 223-2.02 (m, 2H) , 1.80-0.95 (m, 10H) . 

5 mm I (7 6) 

4- (3- (5- ( (IS. 2S) -2-*Y* i s s s9n'\>?)\,T5.;) 




TLC : Rf 0.68 (^DP*;PA:^^y-;h»SS=9 : 1 : 1) ; 
10 NMR (DMSOiU : A 12.85 (s, 1H) , 1024 (s, 1H) , 8.89 (bis, 2H) , 8.35-8.32 
(m, 1H) , 7.94-7.85 (m, 3H) , 7.74-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 724 ((U 
= 7.8 Hz, 1H), 3.88-3.82 (an, 1H) , 338-324 (m, lHj , 323 (s, 3H) , 3.03-2.86 (m, 
2H) , 2.42-234 Gn, 2H), 2.10-1.86 (m, 2H) , 1.76-1.49 (in, 8H) . 

15 EM* 2 1 (7 7) 

4-(3-(5-<(2R) 2-*Mr5'*?;H£n I J5»-l— f;M /t 
l/'j;P75y) 7irjW -2H-7*7>>>-l 
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O 




H3CCW 



TLC : R f . 0.64 (&fc*3-V> : : ft&=8 : 1 : 1) 

NMR (DN^Q-dft) : 6 12.85 (s, 1H) , 10.24 (s, 1H) , 9.80 (bis, 1H) , 8 .35-832 
(m, 1H) , 7.93-7.86 (m, 3H) , 7.74-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.26 (d, J 
5 = 7.8 Hz, 1H), 3.69-3.23 (m, 8H), 3.12-3.01 (m, 2H), 2.41-237 (m, 2H), 2.13- 
1.66 (m,8H). 

gffi*12 1 (7 8) 

4- (3- (5- (2-7P^-;U7^/) AWJ^TSyO 
10 7ir;W -2H-7*7^>-l-:j-> 




TLC : Rf 0.77 (^odj|>;|/A : **/-;U:KSS=8 : 2 : 1) ; 
NMR(DMSO-d«): d 12.90 (s,lH), 9.72 (s,lH), 8.81 (bis, 2H) , 835-832 (m, 
1H) , 7.94-7.86 Gn, 3H) , 7.76-7.71 (m, 1H) , 7.66 (d, J ■ 8.4 Hz, 1H) , 7.41 (dd, J = 
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8.4, 2.1 Hz, 1H), 5.94-5.81 (m, 1H) , 5.44 (d, J = 17. 1 Hz, 1H), 537 (d, J = 102 
Hz, 1H) , 3.57-3.51 (m, 2H) , 2.93-2.80 (m, 2H) , 232-2.40 (m, 2f0 1.70-1.60 (m, 
4H). 

5 £860112 1 (7 9) 

4- (3- (5- h^2^tf^'J^>- 1 — (M KW))VT5.J) 

7ir;W -2H-7^7>?>-l-^> 



10 TLC:Rf O36(^na*;WA:^^/-;i/:0K=9 : 1 : 1) ; 

NMR (DMSO-d.) : d 12.85 (s, 1H), 10.24 and 1022 (s, 1H), 9.94 (bis, 1H), 
8 .36-8 31 (m, 1H) , 7.94-7.85 (m, 3H) , 7.75-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 
7.24 (d, J = 7.8 Hz, 1H), 335-322 (m, 6H, overlapped with HjO), 3.08-2.82 (m, 
4H), 239 (t, J s 6.6 Hz, 2H), 2.14-2.04 (m, 1H) , 1.96-1.82 (m, 2H) , 1.78-U2 (m, 



TLC : R f 0.42 (^DO*;PA : *?S-)V: 2 8%T> : E-7fc=9 : 
1 : 02) ; 




15 5H)o 
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NMR (DMSO-d,) : <5 12.84 Cs, 1H), 10.08 Cs, 1H), 836-830 Cm, 1H) , 7.94- 
7.85 Cm, 3H), 7.75-7.68 Cm, 2H), 7.46 (t, J = 7.8 Hz, 1H) , 724 (d, J = 7.8 Hz, 1H) , 
334-320 Cm, 6H, overlapped H,0), 298-2.84 Cm, 2H), 2.74-232 Cm, 5H, 
overlapped DMSO) , 1.93-1.78 Gn, 2H) , 1.67-1.46 Gn, 5H) . 

5 

p - MI>X>*;i/*>gMfi : 

TLC : R f 0.40(^OP*;PA:^^/-;P: 2 83i7> : E-77K=9 : 
1 : 02) ; « 
NMR (DMSO-dV : 8 12.85 Cs, 1H), 10.12 Cs, 1H), 9.02-8.85 (br, 1H), 836- 
10 8 31 Cm, 1H) , 7.94-7.85 Cm, 3H) , 7.75-7.68 Go, 2H) , 7.50-7.44 Cm, 3H) , 725 Cd, J 
= 7.5 Hz, 1H), 7.09 (d, J = 8.1 Hz, 2H) , 3.60-3.20 Cm, 6H, overlapped Hfl), 3.12- 
2.83 Gn, 4H), 239 (t, J = 6 J Hz, 2H) , 227 Cs, 3H), 2.18-2.07 Gn, 1H) , 2.02-1.90 
Gn, 1H), 1.84-1.40 Gn,6H). 

15 jtjr^XJlr^Btt: ' 

TLC : R f O40 (?□□$;!'.&: 2 8*7:^-7*= 9 : 

1 : 02) ; 

NMR (DMSO-d,) : 0 12.85 Cs, 1H), 10.14 Cs, 1H), 9.10-8.92 (br, 1H), 836- 
831 Cm, 1H) , 7.94-7.85 Cm, 3H) , 7.75-7.68 Cm, 2H) , 7.47 (t, J = 7.8 Hz, 1H) , 725 
20 (d, J = 7.8 Hz, 1H) , 337-323 Cm, 6H, overlapped H 2 0) , 3.12-2.84 Gn, 4H) , 239 Ct, 
J = 6.6 Hz, 2H) , 232 Cs, 3H), 2.18-2.07 Cm, 1H) , 2.02-1.90 Cm, 1H) , 1.85-1.42 Cm, 
6H). 

a0fi«2 1 (8 0) 

25 4- (3- (5— fy^*73y/Xl/UJW75y) -4-^Dn7i-;W 
-2H-7i'7y>-l-t> *ttHtt 
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o 




CH 3 



TL C : R f 0.69 (Mfc*?U> : : 8:1:1) 



NMR toMSp-di) : 3 1290 (s, 1H) , 9.76 (s, 1H) , 8.72 (brs, 2H) , 8 35-8.32 (m, 
1H) , 7.94-7.87 (m, 3H) , 7.75-7.72 (m, 1H) , 7.65 (d, J = 8.1 Hz, 1H) , 7.42-7 J9 (m, 
5 1H) , 294-2.80 (m, 2H) , 272-264 (m, 2H) , 250-2.46 (m, 2H) , 205-1.92 (m, 1H) , 
1.78-1.60 (m, 4H) , 0.91 (d, J = 6.6 Hz, 6H) . 

tmmz i (8 1) 

4- o- (5- (tfnys»-i— r;w Al^U;P75/) -4 -7** 

10 D7x-;P) -2H-7^7i?>-l-*>-«K« 



TL C : R f 0.43 ii7 nn*;k& : /^y-J|/: 2 8 96T> ; E-7*= 9 : 
1 :0.2) ; 

NMR (DMSO-d,) : 3 1286 (s, 1H) , 9.93 (s, 1H) , 9.93-9.72 (br, 1H) , 8J6- 



O 
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8 30 Gn, 1H) , 8.16-8.12 Gn, 1H) , 7.94-7.86 Gn, 2H) , 7.74-7.68 (m, 1H) , 7.47-733 
Gn, 2H) , 3J55-3.43 Gn, 2H) , 3.16-3.04 Gn, 2H) , 3.01-2.88 Gn, 2H) , 230-2.44 Gn, 
2H), 2.05-1.55 Gn,8H). 

5 mMM2 1 (8 2) 

4- (3- (6-^;^u>"\*iJ-y-r;i/75y) 7izw - 2h-7^ 




TLC : R f 0.43 (*nn*;kk : *?/-)l=8 : 2) ; 
10 NMR (DMSO-dj) : 5 1284 (s, 1H) , 10.48 (bis, 1H) , 10.17 (s, 1H) , 835-832 
(m, 1H) , 7.92-7.88 Gn, 3H) , 7.73-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H), 7.24 (d, J 
= 7.8 Hz, 1H), 3.95-3.69 Gn, 4H) , 336 Go, 2H), 3.09-2.98 Gn, 4H) , 236 (t, J = 
7.6 Hz, 2H) , 1.73-1.60 (m, 4H) , 135-130 Gn, 2H) . 

15 $mM2 1 (8 3) 

4- (3- (5- (/t-fcFa7-KK>-l— f;W /tWJ^75/) -4 
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o 



ci 



TL C : R f 0.65 (pamtvij* : : 8:1:1); \ 

NMR (DMSG-d.) : 6 1230 Cs, 1H) , 10.04 (bis, 1H) , 9.73 (s, 1H) , 835-832 
(m, 1H) , 7.94-7.86 Cm, 3H) , 7.75-7.65 Cm, 2H) , 7.42-739 Cm, 1H) , 336-3.29 Cm, 
2H) , 3.09-2.99 (m, 4H) , 160-2.45 Gn, 2H) , 1.80-1.54 Cm, 12H) . 

£%fl|2 1 (8 4) 

4- (3- (5- ^-^W^DX^PTS/) /tl/UJP75/> -4-7 



TLC :Rf 0.45(*nn*^A:**/-;i/: 2 8 9 : 

1 : 0.2) : 

NMR (DMSO-dj) : « 12.86 (s, 1H), 9.94 (s, 1H), 9.10-8.90 Cbr, 2H), 836- 
830 Cm, 1H) , 8.18-8.12 Cm, 1H) , 7.95-7.86 Cm, 2H) , 7.74-7.68 Cm, 1H) , 7.47-733 



O 




F 
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(m, 2H), 4.72 (dt, J = 47.0, 4.5 Hz, 2H), 3.30-3.16 (m, 2H) , 3.00-2.88 (m, 2H) , 
150-2.44 (m, 2H) , 1.76-1 JO (m, 4H) . 

gSfflgj|2 1 (8 5) 

5 4- (3- (5- (xh7t Hnt!7>-4— f;U75/) /\*WJ;U75 /) 
-4-^0071-^) -2H-7*7^>- 



O 




TLC : R f 0.45 (i'an*M:^^;-;k 2 SXT^^TJic-O : 
1 : 0.2) ; 

10 NMR (DMSO-dj) : 6 12.90 (s, 1H) , 9.73 (s, 1H) , 8.90-8.75 (br, 2H) , 8.36- 
832 (m, 1H), 7.97-7.87 (m, 3H), 7.76-7.70 (m, 1H), 7.66 (d, J = 8.4 Hz, 1H), 
7.41 (dd, J = 8.4, 2.0 Hz, 1H), 3.92-3.85 (m, 2H), 3.40-3.15 (m, 3Hj, 2.98-2.85 
(m, 2H) , 250-2.45 (m, 2H) , 156-1.87 (m, 2H) , 1.75-1.48 Gn, 6H) . 

15 H«0H2 1 (8 6) 

4- (3- (5- ^-kFn^j/X^TS/) J1WJJU7S.S) 
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TLC:Rf 0.40 (^PP*;PA : ^^y-;i/:KK=8 : 2 : 1) ; 
NMR (DN^SO-d,,) : 6 12.85 (s, 1H), 1024 (s, 1H), 8.63 (brs, 2H) , 8 37^30 
(nUH), 7.94^7.85 (m, 3H) , 7.76-7.69 (m,2H),7.46 (t, J = 8.1 Hz, 1H), 726-722 
5 (m, 1H), 5.18 (brs, 1H), 3.64 G, J = 5.4 Hz, 2H), 3.00-2.85 (m, 4H), 2.38 (t, J = 
6 3 Hz, 2H) , 1.74-156 (m, 4H) . 

*mi2 1 (8 7) 

4- (3- (5- {Z-^)V^9)V7S.J) A'WJ^TS/) 7i^) 

io - 2H-7 9 1 -mm& 



TLC Rf0.8l (^on*;PA: ^^/-;W:»S6=8 : 1 : 1) : 
NMR (DMSCW.) : 6 12.85 (s, 1H) , 1027 (s, 1H) , 8.64 (brs, 2H) , 8 .35-8 32 
(m, 1H) , 7.91-7.88 (m, 3H) , 7.74-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 725 (d, J 
15 » 7.8 Hz, 1H), 2.96-2.80 (m, 4H), 2.44-Z34 (m, 2H), 1.68-1.44 (m, 7H), 0.87 (d, 



O 




CH 3 



208 



WO 00/44726 



PCr/JPOO/00319 



J = 63Hz,6H)„ 

mmm2 1 (8 8) 

4- (3- (5- (3-^h*S/K^US?>-l— T;W A'WJ;P75/) 

o 



TL C : R f 037 (?on*;UA : : B&=8 : 1 : 1) 

NMR (DMSO-d.) : 6 12.90 (s, 1H) , 10.22 (brs, lHxl/2) „9.72 (s, 1H) , 9.06 
(bis, lHxl/2), 835-832 (m, 1H), 7.95-7.88 (m, 3H) , 7.74-7.65 (m, 2H), 7.42 (d, 
10 J = 7.8 Hz, 1H), 3.67 (brs, 1H), 3.60-3.45 (m, 2H) , 3.28 (s, 3H) , 3.15-2.98 (m, 
4H) , 250-2.40 (m, 2H) , 2.00-1.40 Gn, 8H) . 

- $mm2i (8 9) 

4- (3- (5- (N-^-N-fh7kHat:7>-4-<;W 
15 y/tWJJlTSy) 7i-JW -2H-7*7^>-l 




OCH3 
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O 




TLC : R f 033 (^an*;PA : *9J-)V ■: H&=8 : 1 : 1) ; 
NMR (DMSO-d,) : 6 12.85 (s, 1H) , 10.23 (s, 1H), 10.04 (bis, 1H) , 8 J5r§32 
(m, 1H) , 7.91-7.88 (m, 3H) , 7.73-7.71 (m, 2H) , 7.47 (t, J = 7 5 Hz, 1H) ,7.26 (d, J 
5 =7.5 Hz, 1H), 3.95-3.91 (m, 2H) , 3.40-3.24 (m, 4H) , 3.06-2.94 (m, 1H) , 2.66 (d, 
J - 4.8 Hz, 3H) , 2.46-2.36 (m, 2H) , 1.98-1.84 (m, 2H) , 1.76-1.58 (m, 6H) . 

3Mfifll2 1 (9J)) 

4- (3- (5- ( or) -3-^mr>'t:^ui?>-i-'r;w a*u'J 

o 




0CH3 



TLC : R f 0.58 (^an*;UA: 2 8%T>*:=.T#.= 9 : 

1 :0.1) ; 
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NMR (DMSO-cU : 6 12M (s, IS), 10.45-10.22 Gn, 1.5H), 9.19-8.93 Gn, 
0 5fC , 839-830 Gn, 1H) , 756-7.85 Gn, 3H) , 7.77-7.68 Gn, 2H) , 7.47 (t, J = 7.8 
Hz, 1H), 7.25 (d, J = 7.8 Hz, 1H), 3.72-3.22 Gn,6H), 3.15-2^6 Gn,4H),2.40 (t,J 
= 6.8 Hz, 2H) , 2.18-1.10 Gn, 8H) . 

5 

mmw2 1 o i) 

4- (3- (5- ( (3S) -3-*h*->e^y^>-i— r;w 




OCH 3 

10 TLC : R f 0.51 (*onzfrj|,A:;**y-;P: 2 8%7>^7zk=9 : 
1 :0.2) ; 

NMR (DMSO-4P : 6 12.85 (s, 1H) , 10.37-10.24 (br, 1/2H) , 10.26 and 10.24 
(s, 1H) , 9.14-8.97 (br, 1/2H) , 8 .36-8 31 da, 1H) , 7.94-7.85 Gn, 3H) , 7.75-7.69 (m, 
2H),7.46 (t, J = 8.0 Hz, 1H), 7.24 (d, J = 8.0 Hz, 1H) , 3.70-1.10 Gn, 17H) , 328 (s, 
15 3H). 

£fi!><W2 1 (9 2) 

4- (3- (5- (3-* h*->lf^Ui?>- nwj;i/rs/) 
- 4-7Mn7x-iW - 2H-7^7v>- 1 • 
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TLC :Rf 0.43.(*no*;kk: j**/-,^: 2 8%T>^7tK^ : 
1 :<X2) 

NMR (DMSO-d,) : 8 12.86 (s, 1H), 10.45-1029 (br, 1/2H), 9.95 (s, 1H), 
5 9.16-8.98 (br, 1/2H), 836-830 (m, 1H), 8.17-8.11 (m, 1H), 7.95-7.85 (m, 2H), 
7.74-7.67 (m, 1H) , 7.47-732 (m, 2H) , 3.70-1.10 (m, 17H) , 3.28 (s, 3H) . 

^jffi^2 1 (9 3) 

4- (3- (5- (kf^U^>— 4— #>-l— TJW A*PUJU75y) 7 
10 x-Jl/) -2H-7^7i?>- l-*> -&K!S 



O 




TLC : R f 0.41 (^an*;i/A : »SS=8 : 2 : 0J) ; 

NMR (DMSO-do) : 6 12.84 (s, 1H), 11.04 (bra, lHhl/2), 1025 (s, 1H), 10.17 
(bis, lHxl/2) , 835-8 32 (m, 1H) , 7.92-7.88 (m, 3H) , 7.74-7.70 (m, 2H) , 7.46 (t, J 
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= 7.8 Hz, 1H), 724 (d, J = 7.8 Hz, 1H), 3.66-287 (m, 6H), 2.44-137 (m, 4H), 
1.94-1.60 Gn,6H). 

mmM2 1 (9 4) 

5 4- (3- (5- ( (3R) -f h7kKn75>-3 — f)VT5.y) rt\s 

o 



[a] D =+5.10' (c=0.95, *9/-M ; 

TLC : Rf 039(2^n*;kk:**/-;U: 2 8X7> i E-7*=9 : 
10 1 : 02) ; 

NMR (DMSO-dj) : a 12.85 (s, 1H) , 10.24 (s, 1H) , 8.98-8.83 (br, 2H) , 8 36- 
• 8 JO (m, 1H) , 7.94-7.85 (m, 3H) , 7.75-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 724 
(d, J = 7.8 Hz, 1H), 3.92-3.57 (m, 5H), 2.98-2^5 (m, 2H), 2.44-234 (m, 2H), 
. 225-2.12 Gn, 2H) , 2.03-L91 (m, 2H) , 1.74-138 (m, 4H) . 

15 

mmmi 1 o 5) 

4- (3- (5- ( (3S) -fhvtHP 77>-3-' 01/75/) /XU 
U;U75 7) 7i-JW -2H-7^7y>- 1 • 
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[a] D =-4.83° (c=1.03, *9J-)V) ; 

TLC:R| 0.39(^Pn*;i/A:^^y-;U: 2 8XT>^-7*=^ : 
1 :0.2) ; 

5 NMR (DMSO-dj) : 5 12.85 (s, 1H), 1024 (s, 1H) , 8.98-8.83 (br, 2H), 836- 
8 JO (m, 1H) , 7.94-7.85 (m, 3H) , 7.75-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 724 
(d, J = 7.8 Hz, 1H), 3.92-3-57 (m, 5H), 2.98-2.85 (m, 2H), 2.44-234 (m, 2H), 
225-2.12 (m, 2H) , 2.03-1.91 (m, 2H) , 1.74-1J8 (m, 4H) . 

10 &86fll2 1(9 6) 

4- (3- (5- (3-* h+S^WUflUS^-l-- f;U) A*Wj;i/T 

o 




TL C : R f 0.58 no*M : : B*K= 8 : 1 : 1 ) ; 
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NMR (DMSO-d,) : <5 12.84 (s, 1H) , 1023 (s, 1H) , 9.92 (bis, 1H) , 835-832 
(m,lH), 7.93-7 .86 (m, 3H) , 7.73-7.70 (m,2H),7.46 (t, J = 8.1 Hz, 1H), 725 (d,J 
= 8.1 Hz, 1H), 3.60-338 (m, 4H), 328-3.00 (m, 7H), 2.42-236 (m, 2H), 1.80- 
138 (m, 8H) , 1.18-1.12 (m, 1H) . 



flififll2 1 (9 7) 

4- (3- (5- (3 -pt h^v'fcT^'J >^>- 1 — TJt/) A*UU;P75/) 
-4-^Wir;W -2H-7^7y>-l-t> - t 



10 TLC:Rf 039 <£ma*;WA': ;p-8 : 1) ; 

NMR (DMSO-d,) : 5 12.82-12.81 Cm, 1H) , 10.48 (brs, lHxl/2) , 934-932 (m, 
1H) , 9.10 (brs, lHxl/2) , 834-831 (m, 1H) , 7.92-7.85 (m, 2H) , 7.76-7.74 (m, 1H) , 
7.66 (s, 1H), 739-727 (m, 2H) , 3.70-3.44 (m, 4H) , 327 (s, 3H) , 3.10-2.96 (m, 
2H) , 2.46-238 (m, 2H) , 231 (s, 3H) , 1.94-1.48 (m, 8H) , 130-1.20 (m, 1H) . 



fgffim 2-1^6012 2 (13) 

4- -2H-7^7^>-l-^>Sfcttffi^-r 

20 ^Tffi^f5«lC«^LT, &T£*T*fg|llrt:S«J£#75:. 
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&mm2 2 

4- (3- (4 - v^^;l/7a / y^'J ^75/) -4-^OP7x-JW 



o 




TLC : R f 0.25 {9amlVl&: 2 8%7>*-7*=9 : 

1 : 0.1) ; 

NMR (DMSO-d.) : 6 12.90 (s, 1H), 10.66-10.11 (br, 1H), 9.83 (s, 1H), 
835-8.30 Gn, 1H), 7.94-7.87 (m, 3H), 7.74-7.64 (m, 2H), 7.43-738 (m, 1H), 3.05 
10 (t, J = 8.0 Hz, 2H), 2.71 (s,6H),232 (t, J = 7.4 Hz, 2H) , 2.02-1.87 (m,2H). 

2 2 (1) 

4- (3- (4-v^5 1 ;U75/y5 L UJW75y) 7i-W -2H-7* 
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CH 3 



TLC : R f 023 (*nn*;k&:*3'y- < «': 2 8X7>«-7#=9 : 
1 : 0.1) ; ? \ 
NMR (DMSCkO : 5 12.85 (s, 1H) , 10.47-1033 (br, 2H) , 836-8.28 (m, 1H) , 
5 7.94-7.83 (m, 3H) , 7.74-7.68 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J = 7.8 Hz, 
1H) , 3:69-3.01 (m, 2H) , 2.72 (s, 6H) , 2.45 (t, J = 7.2 Hz, 2H) , 2.03-1.88 (m, 2H) . 

gas*i2 2 (2) 

10 x-;i/) -2H-7*7->*>- l-*> • 2&&& 



TLC : R f 036 (?DD*;i/A : *9J-)V: 2 8X7>-£-7*=9 : 
1 : 0.1) ; 

NMR (DMSO-dj) : <5 12.88 (s, 1H) , 10.61-1038 (br, 1H) , 10.13-9.88 (br, 1H) , 



O 
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835-830 Gn, 1H) , 7.96-7.84 Gn, 3H) , 7.77-7.68 Gn, 2H) , 7.48 (d, J = 7.8 Hz. 1H) , 
3.09-2.92 (br, 8H),2.68 (d, J = 5.0 Hz, 6H) , 2-52 (t, J = 6.4 Hz, 2H) , 1.79-1.52 (br, 
4H). 

5 3feSfifl92 2 (3) 

4- (3- (5-5?^^75y/f^U^73/) -4-^PD7irW 
-2H-7^7->">- 1 -:*> 




10 TLC : R f 0.28 ^Pn*;UA : Wffi=8 : 2 : 1) ; 

NMR (DMSO) : 6 12.90 (s, 1H) , 10.08 (s, 1H) , 9.73 (s, 1H) , 835-832 (m, 
1H) , 7.94-7.88 Gn, 3H) , 7.75-7.72 Gn, 1H) , 7.66 (d, J = 7.8 Hz, 1H) , 7.41 (dd, J = 
8.1, 1.8 Hz, 1H), 3.07-3.00 Gn, 2H), 2.72 (s, 3H), 2.70 (s, 3H), 230-2.42 Gn, 2H, 
overlapped with solvent) , 1.74-1.56 Gn, 2H) . 

15 

TLC : Rf 022 UrnnitVU* 8 : 2 : 0.1) : 

NMR (DMSO-d* DMSO - 2.49ppm) : 0 12.90 (s, 1H) , 9.70 (s, 1H) , 937 (brs, 
1H) , 8 .35-832 Gn, 1H) , 7.94-7.89 (m, 3H) , 7.74-7.71 Gn, 1H) , 7.67 (d, J = 8 2 
20 Hz, 1H), 7.41 (dd, J = 8.2, 2.1 Hz, 1H), 3.06-3.02 Gn, 2H), 2.74 (d, J = 5.1 Hz, 
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6H), 2.49-2.45 (m, 2H), 239 (s. 3H), 1.68-1.63 (m, 4H) . 

mmm2 2 (4) 

4- (3- (4-v7/y?U;U7^ 7) - 4 - i?*?-)VT 5 / 7x"JW 




H3C ^CH 3 



TLC : Rf 0.41 (?DD*jWA : /^y-;i/=l 9:1); 
NMR (DMSO-d.) : 5 12^6 Cs, 1H) , 9.98-9.75 (br, 1H) . 8.35-8 JO (m, 1H) , 
7.92-7.84 (m, 3H) , 7.77-7.60 (m, 2H) , 7.47 (d, J = 7.8 Hz, 1H) , 2.95 (s, 6H) , 2.62- 
10 2^0 Cm, 4H) , 1.95-1.80 (m, 2H) . 

11^2 2 (5) 

4- (3- (4-'>7y^U;UT5/) 7x-;W -2H-7*7$»- 
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o 




H 



CN 



TLCrRf 0.40 (^OD*;PA : : 1) ; 

NMR (DMSO-d,) : <J 12.84 (s, 1H), 10.17 (s, 1H), 836-8.30 (m, &), 
7.94-7.85 (m,^, 7.76-7.67 (m, 2H) , 7.47 (t, J = 7.8 Hz, 1H) , 7.27-7.23 (m. 1H) , 
5 2 56 (t, J = 6.9 Hz, 2H) , 2.53-2.44 da, 2H) , 1.92-1.82 (m, 2H) . 

Hig092 2 (6) 

4- (3- O-t^Uy^ntf^^sjN-^TS/) 7irW -2H 
— 7^7y>- 1 — • 

O 



TLCrRf 0.55 (^nnfcJUAr 2 8*7>*-7*=9: 

1 : 0.1) ; 

NMR (DMSO-d.) : 5 12.87 (s, 1H) , 10.95 (bra, 1H) , 10.19 (s, 1H) , 836-832 
(m, 1H) , 7.95-7.86 (m, 2H) , 7.75-7.70 On, 1H) , 731 (t, J = 8.1 Hz, 1H) , 7.45-738 
15 (m, 2H) , 735-731 (m, 1H) , 3.96-3.88 Gn, 2H), 3.75 (t, J = 11.7 Hz, 2H), 337- 




10 



H 
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327 (m, 4H), 322-3.14 (m,2H), 3.06-2.94 (m, 2H) , 220-2.10 (m, 2H) . 
^?g92 2 (7) 

4- o- (4- ; e;^uy^ji/^*-Ji'75y) 7x=jw -2h- 

5 7&yz/>- l—^> • 



TLC:Rf 0.45 (£nn*JWA : *9J-)V : 2 8 %7> ; E-T*=9 : 
1 : 0.1) ; 

NMR (DMSCMU : 6 12X1 (s, 1H), 10.64 (bis, 1H), 10.10 (s, 1H), 835-832 
10 (m, 1H) , 7.95-7.86 (m, 2H) , 7.73-7.67 (m, 1H) , 7.51 (t, J = 8.1 Hz, 1H) , 7.43-736 
(m, 2H), 731 (d, J = 7.2 Hz, 1H), 355-3.88 (m, 2H), 3.72 (t, J = 11.7 Hz, 2H), 
336-327 (m,2H),321 (t,J = 7.2 Hz, 2H) , 3.09-2.87 (m, 4H) , 1.86-1.66 (m, 4H) . 

gffifll2 2 (8) 

15 4- (3- (5- ; t;i/*U/-2. 2-J?/^nUU;V75/) 7x=JW 
- 2 H-7*7S ? >- 1 -*> ' 



e 




221 



WO 00/44726 



PCT/JPOQ/00319 





H3C CH 3 1^6 



• Ha 

o 



TLC:R f 0.57 (^DP*;PA:^^/-;P: 2 8 *7>*-7*=£ : 

1 :o.D ;*?>•• 

NM R (DMSO-d,) : 5 12.86 (s, 1H) , 1034 (br s, 1H) , 9.45 (s, 1H) , 837-832 
5 (m, 1H) , 7.94-7.88 (m, 3H) , 7.86-7.80 (m, 1H) , 7.76-7.70 (m, 1H) , 7.47 (t, J = 7.8 
Hz, 1H) , 730-723 (m, 1H) , 3.98-3.84 (m, 2H) , 3.77-3.62 (m, 2H) , 3.44-3.26 (m, 
2H) , 3.10-2.89 (m, 4H) , 1.76-1.52 (m, 4H) , 1.24 (s, 6H) . 

mmm2 2 o> 

10 4- (3- U-V^)VTB./fJ-)\/7.)V^=.)V7^/) 7i=W -2 



TLC : R f 0.48 (*nn*;i^ : : SH8=8 : 2 : 1) ; 

NM R (DMSO-d*) : 5 12.87 (s, 1H) , 10.09 (s, 1H) , 9.94 (s, 1H) , 837-831 (m, 
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1H) , 7.95-7.86 Gn, 2H) , 7.73-7.67 Gn, 1H), 7.51 (t, J = 7.8 Hz, 1H), 7.43-7.29 (m, 
3H) , 3.23-3.17 Gn, 2H) , 3.04-194 Gn, 2H) , 168 (d, J = 4.5 Hz, 6H) , 1.75-1.68 Gn, 
4H). 

5 £jfifll2 2 (10) 

4- (3- (4-t;^u/y5 1 ;px;i/^;i/75/) -4-/h+->7i 

-;W -2H-7i'7y>-l • 



TLC : R f 0.46 (^DD*;i/A : *9J—)\,= % : 1) ; 
10 NMR (DMSO-d,) : 5 12.81 (s, 1H), 11.60 (bis, 1H),9.23 (s, 1H) , 8 34-8 31 



8.4 Hz, 1H), 3.93 (s, 3H), 3.92-3.78 Gn, 4H), 3.14-2.92 Gn, 8H), 1.88-1.74 Gn, 
4H). 

15 m*M2 2 (1 1) 

4- (3- (4- : E;u*u/^ , 5 ; ;i/^;u*-;P7sy) -4-7^071 




Gn, 1H), 7.91-7.87 Gn, 2H), 7.76-7.73 Gn, 1H), 7.48-7.42 Gn, 2H), 7.25 (d, J = 
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TLC:Rf- 0i3 (*nn#;WA : **/-;i/=8 : 2) ; 

r v 

NMR (DMSO^) : 8 12.88 (s, 1H), 10.33 (bra, 1H) , 9.93 (s, 1H) , 835-832 
(m, 1H), 7.92-7.89 (m, 2H), 7.71-7.68 (m, 1H), 7.61 (d» J = 75 Hz, 1H), 7.49- 
5 7.46 (m, 2H) , 3.95-3.92 (m, 2H) , 3.78-3.66 (m, 4H) , 3.23 (bit, 2H) , 3.09-2.96 (m, 
4H),1.79 (tas,4H). 

H5S^]2 2 (12) 

4- (3- (4- ; e;p*ijyy5 i ;i'X;i/*-;P75>/) -4-^^;U7x- 




TLC : R f 0.22 &nu*)\,& : : 1) ; 

NMR (DMSO-d^ : 6 12.85 (s, 1H) , 10.62 (bra, 1H) , 935 (s, 1H) , 8 .35-831 

(m, 1H) , 7.93-7.86 (m, 3H) , 7.76-7.70 (m, 1H) , 7.44-732 (m, 2H) , 4.00-2.90 (m, 
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12H) , 2.41 (s, 3H) , 1.84-1.72 (m, 4H) . 
£36012 2 (13) 

4- (3- (4- (3-*h*ri/W)i?>-l-'(M Zf^frWfc-fr 
5 75/) 7i-;W -2H-7^7y>- 1 • 

0 



TLC : R f 0.33 (*DD*;UA : *:?/-;i/= 9 : 1 ) ; 
NMR (DMSO-ds) : 6 12.87 (s, 1H), 1032 (br.s, OJH), 10.10 and 10.09 (s, 
1H) , 9.07 (br.s, 0.5H) , 837-8 Jl (m, 1H) , 7.96-7.85 (m, 2H) , 7.74-7.67 (m, 1H) , 
10 7.51 (t, J=7.8 Hz, 1H) , 7.44-7.29 Gn, 3H) , 3.66-2.42 (m, 12H) , 2.14-1.14 (m, 8H) . 

^M^|2 3^^g»l2 3 (2 1) 

4- (3-75/7x-;W -2H-7*7->*>- 1 -^->S^ttffiSf 
5 7 5 y fSSHfrfc 5 - t - If h * -># Jl^7 5 J 1 > 9 >K £*§ £ 

mmw2 3 

20 4- (3- (5- (N- t -^h^->*JU#^-N-X^;i/75/) 
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U;U75 7) 7x-;W -2H-7*7v f >-l-*> 




TLC : R f 0.56 (*n.n*JUA : **/-;U=9 : 1) ; 
NMR (DMSO-d.) : 6 12.84 (s, 1H), 10.05 (s, 1H), 836-830 (m, 1H), 
5 7.95-7.84 (m, 3H) , 7.74-7.66 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.26-7.21 (m, 1H) , 
3.18-3.05 Gn, 4H), 234 (t, J = 6.4Hz, 2H), 1.64-1.44 (m, 4H) , 135 (s, 9H) , 1.00 
(t,J = 6.8Hz,3H). 

3Sjfigj|2 3 (1) 

io 4- (3- (5- (N- t-yh*->*;i/4?-;u-N-ynt:;U75/) a* 

o 




CH 3 
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TL C : R f 0.54 (^on^;i/A : ^^/-;|/=9 : 1) ; 
NMR (DMSO-d„) : 6 12.84 (s, 1H), 10.05 (s, 1H), 8J6-8J2 (m, 1H), 
754-7.84 On, 3H), 7.76-7.66 (m,2H), 7.46 (t, J = 8.2 Hz, 1H) , 7.24 (d, J = 7.8 Hz, 
1H> , 3.15-3.01 Gn, 4H) , 233 (t, J = 7.0 Hz, 2H) , 1.62-1.45 (m, 6H) , 135 (s, 9H) , 
5 0.78 (t, J = 12 Hz, 3H). 

3Sififll2 3 (2) 

4- (3-_(5- (N—fy^afcr^-N-t-^h*'>*;pjJ?-^7i/) 
n\,V)vri-j) 7x.-M -2H-y 9 



o 




TLC:Rf 0.58 (^PU^A : **/-;i/=9 : 1) ; 
NMR (DMSO-dJ : d 1Z83 (s, 1H), 10.05 (s, 1H), 835-832 (m, 1H), 
7.93-7.85 (m,3H), 7.76-7.67 (m,2H),7.46 (t, J = 8.1 Hz, 1H), 7.23 (d, J = 7.8 Hz, 
1H) , 4.07 (bts, 1H) , 3.05-2.97 (m,2H),233 (t, J = 9.8 Hz, 2H) , 1.61-1.42 (m, 4H) , 
15 135 (s,9H),1.05 (d, J =6.9 Hz, 6H) . 

&860H2 3 (3) 

4- (3- (7-t-yh*->*;U#-;i'75/'sy^/-1';U75/) 7i 
-2H-7^7y>- 1 
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o 




TLC : R f 032 : 2 : 1 ) ; 

NMR (CDQj) : $ 10.84-10.72 (br, 1H) , 8^4-8.46 (m, ilO , 8.15-8.01 (br, lV) , 
7.87-7.76 (m,-5H)', 7.46 (t, J = 7.8 Hz, 1H), 730 (d, J=7.8 Hz, 1H) , 4.69-4.54 (br, 
5 1H) , 3.15-3.06 Gn, 2H), 237 (t, J = 7.4 Hz, 2H), 1.80-1.66 (m, 2H> , 1.54-133 (m, 
15H). 

&850I2 3 (4) 

4- (3- (2- (2- t-yh*i/*;p#r:;P75/x^;i/^-» 7-fe 

10 ?)V7S./) 7I-JW -2H-7^7^>-l-^-> 

o 




TLC : R f 0.48 (^ODafr^A : **/-;U=9 : 1) ; 
NMR (DMSO-d.) : 6 1185 (s, 1H) , 9.77 (s, 1H) , 834 (m, 1H) , 7.96-7.84 (m, 
3H),7.82 (m,lH),7.71 Gn,lH),730 (t, J = 7.8 Hz, 1H), 730 (d, J = 7.8 Hz, 1H), 
15 6.97 Gn,lH),4.06 (s,2H),3J0 (t, J = 6.0 Hz, 2H) , 3.16 (m, 2H) , 132 (s, 9H) . 
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mmm2 3 (5) 

4- (3- (5- (N-^;u-N-t-yh*^*;i/#-;i/7sy) nv 



o 



5 




T L C : R f 0.37 (£nnjfr;t/A : **/-;!/: 2 8X7>*:i7#-l 
9:1: 0.1) ; 

NM R (CDOj) : 5 10.73-10J2 (br, 1H) , 8J5-8.47 (m, 1H) , 838-8.24 (br, 1H) , 
7.82-7.73 (m, 5H) , 7.46 (t, J = 7.8 Hz, 1H) , 729 (d, J = 7.8 Hz, 1H) , 3.25-3.11 (m, 
10 4H),2.43 (t, J = 7.4 Hz, 2H) , 1.80-1.18 (m, 17H) , 0.90 (t, J = 72 Hz, 3H) . 

gS«0!f2 3 (6) 

4- (3- (5- t-^h*'>*;|/^-;i/75/AWU;P75/) - 4 - ->* 
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O 




TLC : Ri 0.23 (a^> : &8&.?-)\,= 1:1); \ 
NMR (CDCQ : 6 10.23 (s, 1H), 8.91 (s, 1H), 8.70 (d, J = 1.8 Hz, 1H), 
8.53-8.48 (m, 1H) , 7.93-7.75 (m, 3H) , 7 21 (d, J = 8.2 Hz, 1H) , 729 (dd, J = 8.2, 
5 1.8 Hz, 1H) , 4.75-4.45 (br, 1H) , 320-3.11 (m, 2H) , 2.89 (t, J = 7.4 Hz, 4H) , 2.43 
(t, J = 7.2 Hz, 2H), 1.84-1-36 (m, 17H) , 0.91 (t, J = 7.4 Hz, 6H) . 

3 (7) 

4- (3- (6- (N->?-;U-N- t-yhf-z/Xfrtf-ftTS.;) 
10 "yV-OPTSyO 7i=W -2H-7*7$?>-l-*> 

o 




TLC:R f 0J3(^oa*;PA: *?/-)\,= 9 : 1); 

NMR (DMSO-dg) : 5 li83 (s, 1H), 10.04 (s, 1H), 836-8.30 Gn, 1H), 

7.94-7.85 (m, 3H) , 7.74-7.67 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 725-7.21 (m, 1H) , 
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3.13 (t, J = 7.2 Hz, 2H), 2.73 (s,3H),2J2 (t, J = 72 Hz, 2H) , 1.66-1.20 (m,6H) , 
lJ4(s,9H). 

3Stfi0!l2 3 (8) 

5 4- o- ( (3E) - 5- 1 -:/h*->#ju#-;u7a/^>7V-r;u7 

S/) 7i-;W -2H-7^7y>- 1 -*> 



TLC:Rf 0.44 (*nniJ>;i/A : *?/-)l=9 : 1) ; 
NMR (DMSO-d*) : <5 12.84 (s, 1H), 10.08 (s, 1H), 8J8-830 (m, 1H), 
10 7.94-7.82 (m, 3H) , 7.76-7.66 (m, 2H) , 7.47 (t, J = 7.8 Hz, 1H) , 7.25 (d, J = 7.8 Hz, 
1H) , 7.00-6.92 (m, 1H) , 5.71-5 JO (m, 2H) , 3.56-3.46 (m, 2H) , 3.07 (d, J = 6.2 Hz, 
2H), 135 Cs,9H>. 

$£MM2 3 (9) 

15 4- (3- (5- W-Z-*^)\,-2--Jt--)V-N- t--7h*is%)l 
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o 




. TL C : R £-" 0.44 no*;i/A : *?/-)],= 9 : 1) ; 
NMR (DMSOkO : « 12.84 (s, 1H), 10.03 (s, 1H), 836-8.28 (m, 1H), 
7.94-7.84 (m, 3H) , 7.76-7.66 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J = 72 Hz, 
5 1H) , 5.14-5.03 (m, 1H) , 3.72 (d, J = 6.4 Hz, 2H) , 3.13-3.02 (m, 2H) , 237-2.28 (m, 
2H) , 1.64 (s, 3H) , 159 (s, 3H) , 156-1.43 (m, 4H) , 135 (s, 9H) . 

mmm2 3 (10) 

4- (3- (5- (N-2 -^-^-N- t-yh+->Ai^-iV7iy) 
10 /tU'JATS/) 7xZJW -2H-7*7^>- 1 

o 




TL C : R f 0.62 (^DD*M:/^/-^=9: 1) ; 
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NMR (DMSO-d.) : 6 12.83 (s, 1H), 10.05 (s, 1H), 8J6-829 (m, 1H), 
7.93-7.84 (m, 3H) , 7.74-7.67 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H), 7.23 (d, J = 7.8 Hz, 
1H), 3.93 (brs, 2H), 324-3.16 (m, 2H), 2J6-2J0 (m, 2H), 1.74 (t, J = 2.4 Hz, 
3H) , L58-1.49 (m, 4H) , 136 (s, 9H) . 

5 

&860II2 3(11) 

4- (3- (4 - 75 yV 7irMMrjl.75 / ) 7ir;W -2H- 
7^7^>-l-*>-^K«[ ■» 



O 




NH 



10 TL C : R f 0.24(*nDJM,A : **/-;K'fl«=8 : 2 : 1) ; 

NMR (DMSCK) : 8 12.88 (s, 1H) , 10.71 (s, 1H) , 9.51 (brs, 2H) , 9.24 (bis, 
2H) , 8.37-834 On, 1H) , 8.19 (d, J = 9.0 Hz, 1H) , 8.13-7.87 (m, 7H) , 7.79-7.76 (m, 
1H),7J6 (t, J = 8.1 Hz, 1H), 7-36 (d, J = 7.8 Hz, 1 H) . 

15 lfeBSgj2 3 (12) 

4- (3- (2- (2-v f ^5 1 ;i/75yx5 i ;i/5 1 *) TttfrTS./) 7i 
-2H-7^7->*>-l-t>«iifil 
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O 




TLC:Rf . 031 (tmnft)\,l>,: *9J—)V: 2 8 5S7> ; &n7*=9 : 
1 :0.1) ; •; . - 

NMR (DMSO-dj) : 8 12.85 (s, 1H), 10.72 (s, 1H), 10.23-10.00 (br, 1H), 

# ■ 

5 8 .35-8.31 (m, 1H) , 7.91-7.84 (m, 3H) , 7.78-7.68 (m, 2H) , 7.48 (t, J = 7.8 Hz, 1H) , 
7.27 (d, J = 7.8 Hz, 1H> , 3.48 (s, 2H) , 339-3.29 (m, 2H) , 3.02-2.94 (m, 2H) , 2.75 
(d, J = 4.8Hz,6H)o 



HMffil2 3 (13) 

io 4- (3- (4-*;un ; &-f;i/^u;P75y) 7x~;t,) -2H-7^7 
5»- !-;!-> 




o o 

NHj 

TLC : R f 0J2(^nn*;UA : *9;—)V=% : 2) ; 
NMR (DMSO-d.) : <J 12.83 (s, 1H), 10.07 (s, 1H), 835-8.32 (m, 1H), 
15 7.94-7.86 (m, 3H) , 7.75-7.69 (m, 2H) , 7.46 (t, J = 7.5 Hz, ffi) , 726-7.22 (m, 2H) , 
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6.73 (s,lH), 233 (t, J = 7.8 Hz, 2H), 2.10 (t, J = 7.5 Hz, 2H) , 1.84-1.74 Gn,2H). 
3&60!I2 3 (14) 

4- (3- (4- (N— t — ~7h*r ! sl3hi$—)V—N — *f-)V7S.J) -J? 
5 U;P75/) 7x-;W -2H-7*55»-l 

O 



TLC:Rf 030 (£00#;kk : ^^y-;P=9 : 1) ; 
NMR (DMSO-d.) : 12.84 (s, 1H), 10.08 (s, 1H), 835-832 (m, 1H), 
7.92-7.84 (m, 3H) , 7.74-7.66 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.23 (d, J = 7.8 Hz, 
10 1H), 320 (t, J * 6.6 Hz, 2H), 2.76 (s, 3H), 230 (t, J = 7.5 Hz, 2H) , 1.81-1.72 (m, 
2H),135 (s,9H). 

3&fifi0!12 3 (15) 

4- (3- ( (2 E) -5- t - i yh+->*;i/^-;UT5y-2-^>x/ 

15 -r;U75/) 7x-;|/) -2H-7^7^>-l-t> 
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b 




TLC : R f 0.40 <*on*;PA : j**/-;p=9 : 1) ; 
NMR (DUfiiCHi) : * 12-85 (s, 1H), 10.15 (s, 1H), 838-829 Gn, 
7.96-7.82 (m,^ib , 7.80-7.67 Go, 2H) , 7.49 (t, J = 7.8 Hz, 1H) , 7.26 (d, J = 7.8 Hz, 
5 1H) , 7.00-6.84 Gn, 1H) , 6.18-6.06 Gn, 1H) , 3.13-2.99 (m, 2H) , 2.40-225 (m, 2H) , 
U6(s,9H). 

*tttt2 3 (16) 

4- (3- (3- (t -yh^^*;i/#-;w75/) yotf^--;i/7^y) 

10 7iZiW -2H-7^7^>-l-^> 

o 




TLC : R f 0.43 (*no*;PA : **/-^=9 : 1) ; 
NMR (DMSO-dg) : 3 1183 (s, 1H), 10.10 (s, 1H), 835-831 (m, 1H), 
• 7.93-7.84 Gn, 3H) , 7.74-7.66 Gn, 2H) , 7.46 (t, J = 7.8 Hz, 1H), 724 (d, J = 7.8 Hz, 
15 1H), 6.86 (t, J = 5.1 Hz, 1H) , 324-3.18 Go, 2H), 2J2-2.44 Gn, 2H) , 136 (s, 6H) . 
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mmm2 3 a 7) 

o 



TLC : R f 0.45 (^DP3j>;PA : *f;-)l=9 : 1) ; 
NMR (DMSO-da) : 5 12.84 (s, 1H), 1034 (s, 1H), 838-839 (m, 1H), 
7.94-7.84 (m, 3H) , 7.77-7.66 (m, 2H) , 7 30-7.42 (m, 2H) , 736-7.20 (m, 6H) , 5.04 
(s, 2H), 3.08-256 Gn, 2H), 1.75-1.64 (m, 1H), 133-136 (m, 1H), 1.00-0.90 (m, 
10 1H) , 0.85-0.75 (m, 1H) . 

^M^2 3 (18) 
4- (3- (5- (N-^>ym->*M-JP-N-77>- 3 --f 



5 
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o 




TLC : R £>0.44 (^na*;i/A : *^V-;U=9 : 1) ; 
NMR (DMSO-dg) : 6 12.83 (s, 1H), 10.05 (s, 1H), 835-8-30 (m, 1H), 
7.92-7.85 (m, 3H) , 7.74-7.67 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 735-7.22 (m, 6H) , 
5 5.04 (s, 2H) , 4 .50-4.40 (m, 1H) , 3.88-3.78 (m, 1H) , 3.72-3.67 (m, 1H) , 3.62-3.53 
(m, 2H) , 3.21-3.14 Gn, 2H) , 236-227 (m, 2H), 2.15-2.03 (m, 1H) , 1.92-1.80 (m, 
1H), 1.62-1.48 (m,4H), 

&j&0y2 3 (19) 

10 4- (3- (2- 7-fe^;P75y) 7x~JW 

-2H-7^7V>- 1 • 

O 




TLC : R f 0.46 nnft)\,& : 9 : 1 ) 
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NMR (DMSO-dJ : 6 12*6 (s. 1H), 10.86-10.67 (br, 1H), 10.67 (s, 1H), 
837-8.30 Gn, 1H) , 7.95-7.85 (m, 3H) , 7.79-7.68 (ro, 2H) , 7.49 (t, J = 7.8 Hz, 1H), 
7.28 (d, J = 7.8 Hz, 1H) , 3.98-3.89 (m, 2H) , 3.79-3 JO (m, 8H) , 3.15-3.00 (m, 4H) . 

5 &SS0H2 3 (2 0) 

4- (3- (2- (2- ; e;p*uyx5 1 ;^*-» 7-fe^;i/7s/) 71- 

;W -2H-7^7i?>-l-t> 



10 TL C : R f 0.16(^DP*;WA:-^^/-;P:gtil=8 : 1 : 1) ; 

NMR (DMSO) : d 12.85 (s, 1H), 9.89 (s, 1H>, 835-832 (m, 1H) , 7.91-7.88 
(m, 3H), 7.78-7.70 (m, 2H), 7.49 (t, J = 7.8 Hz, 1H), 730-727 (m, 1H), 4.08 (s, 
2H) , 3.65 (t, J = 5.7 Hz, 2H) , 336-350 (m, 4H) , 235-230 (m, overlapped DMSO, 
2H) , 2.46-238 (m,4H). 



mam: 

TLC:Rf 033 (^no*;UA : : 2) ; 

NMR (DMSO-d,, DMSO = 2.49ppm) : 6 12.85 (s, 1H), 1084 (bis, 1H) , 10.25 
(s, 1H), 835-832 (m, 1H), 7.99 (s, 1H), 7.91-7.85 (m, 3H) , 7.74-7.71 (m, 1H) , 
20 7.49 (t, J » 7.8 Hz, 1H), 729 (d, J = 7.8 Hz, 1H) , 4.20 (s, 2H) , 3.96-3.85 (m,6H), 



O 




7»JH*: 



15 



239 



WO 00/44726 



PCT/JPOO/00319 



352-3 39 (in, 4H) , 3.11 (m, 2H) . 
l/2Htl: 

TLC : R f 0.23 (^ddjM/A : :»gS=8 : 1 : 1) ; 

5 NMR (DMSO) : 6 12.86 (s, 1H) , 10.02 (s, 1H) , 9.68 (brs, 1H) , 836-8 32 Gn, 
1H) , 7.92-7.88 Gn, 3H) , 7.76-7.69 Gn, 2H) , 751 (t, J = 9.0 Hz, 1H) , 7.31 (d, J = 
9.0 Hz, 1H) , 4.18 (s, 2H) , 3.88-3.68 Gn, 6H) , 3.40-2.90 Gn, 6H) . 



10 TLC : R f 0J8 (^DDiKJI/A : ^^/-;P=9 : 1) ; 

NMR (DMSO) : 5 12.86 (s, 1H) , 10.08 (s, 1H) , 9.78 (bis, 1H) , 8.37-8 31 Gn, 
1H) , 7.93-787 (m, 3H) , 7.77-7.68 (in, 2H) , 751 (t, J = 7.8 Hz, 1H) , 7.30 (d, J = 
7.8 Hz, 1H), 421 (s, 2H), 4.02-3.93 (in, 2H), 351-3.85 Gn, 2H), 3.76-3.65 Gn, 
2H), 358-350 Gn, 2H), 3.46-3.36 Gn, 2H, overlapped with Hfi), 321-3.06 Gn, 

15 2H),232 (s,3H). 

HM^2 3 (2 1) 

4- (3- (2- <2-***y/x*;i^:t) -2-^^;u^oif^;p 
75 y) 7irjW -2H-y*yi?>-l 



20 
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TL C : R f 046 nnft)\,& : 9 : 1 ) ; 

NMR (DMSO-dj) : 6 1286 (s, 1H), 10.95-10.80 (br, 1H), 9.76 (s, 1H), 
8J6-8 31 Gn, 1H) , 7.96-7.81 Gn, 4H) , 7.76-7.71 Gn, 1H) , 7.49 (t, J = 7.8 Hz, 1H) , 
7 JO (d, J = 7.8 Hz, 1H), 3.95-3.83 Gn, 2H) , 3.75-3.62 Gn, 2H) , 3.47-3.32 Gn, 2H) , 
5 3.25-3.15 Gn, 2H) , 3.08-2.92 (m, 4H) , 1.60 (s, 6H) . 

HiBgji2 4^iiaw2 4 (i) 

H«5W4_(2) TSiSLfcfl:^«5®^toD{C|||fiW2 3 (1 7) 
jfi^2 3 (£-8) TfiiSL/fcft^iglSffl^T. HiS0!l7-e^Sn5^fet^ 

3S36g!l2 4 

4- (3- (b?>Z-2-7S./*9-)Vi'9u7u}ZJUjj}M=JU7£S) 
15 7x-W -2H-7^7v>-l-^>-SSSi& 



TL C : R f 0.48 (WKX^P : *8S : *= 3 : 1 : 1) ; 
NMR (DMSO-d.) : 6 12.84 (s, 1H), 10.59 (s, 1H), 835-8 JO Gn, 1H), 8.05 
(bis, 3H) , 7.94-7.85 Gn, 3H) , 7.76-7.68 Gn, 2H) , 7.47 (t, J = 8.1 Hz, 1H) , 7.24 (d, 
20 J = 7.5 Hz, 1H) , 2.88-174 Gn, 2H) , 1.95-1.89 Gn, 1H) , 1.58-1.44 Gn, 1H) , 1.10- 
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1.04 (m, 1H) , 0.97-0.91 (m, 1H) . 



24 (1) 



4- (3- (5- (f h7k Ko77>-3-' /tWJ;U75/) 
5 7i-JW -2H-7^7^>- 1 • 




TLC : R f 036 {2nn*)],& : :&m=9 : 1 : 1) ; 

NMR (DMSO-d,) : 5 li85 (s, 1H) , 10.26 (s, 1H) , 8.95 (bra, 2H) , 8.37-831 
(m,lH), 7.94-7.85 (m, 3H) , 7.76-7.68 (m,2H),7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d,J 
10 = 73 Hz, 1H), 3.92-3.72 (m, 4H), 3.67-339 (m, 1H), 2.97-2.85 (m, 2H), 2.42- 
236 (m, 2H) , 234-2.12 (m, 1H) , 2.04-1.92 (m, 1H) , 1.74-136 (m, 4H) . 



4- (3- (s- (2-j* h+->x^;i/75y) nuu;i/7sy) 7x-;i/) 

15 -2H-7?7i;>-l 



242 



WO 00/44726 



PCT/JP0Q/O03I9 





•HCI 

O 



&mM2 0T«i6Lfcfl:-&*l (1 0 Omg) £«fctf 2-* h*->X^7£ 
> (0.50m t) OS^*6 0t:-C2^ra«a$Ljt. 5JSfidtt«WgLr\s 
ttft**y-"frC»*U *ZiZ 1 N*&fl;:h H 'J £A*JSfi£ (0.25m 1 ) £ 
5 in*, g^S^iST 1 «*BfflH$L&. Z.<DBLm%L\Z 2 N&SI (0.25m 1 ) £ 

$ (^^/-;p-M<b^5 t i^>-»ffix5 t ;i/) -cSifeSL, erFcD&fttefc 
*r**»9Mls£#l (46.8m g) 

TLC:Rf 0.30 (^nDjJx;PA : ^^/-;P:»B6=8 : 2 :0J) ; 
10 NMR (DMSOd*) : 5 12.85 (s, 1H) , 10.21 (s, 1H) , 8.61 (brs, 2H) , 8 .35-8 32 
(m, 1H) , 7.91-7.89 (m, 3H) , 7.73-7.70 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 
= 7.8 Hz, 1H), 3.56 (t, J = 5.1 Hz, 2H) , 3.28 (s,3H),3.08 (m,2H),2.91 (m,2H), 
237 (m,2H),1.63 (m,4H). 

15 &8&012 5 (1) ~9&M2S (2) 

mmw2 5 (i) 

20 4- (3- (5- (N-2-^h+->X^;U-N-^5 i JW75/) 
75/) 7i-M - 2 H-7*?5»- !■-*■> 
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O 




TLC:Rf. 023 (^on*;PA : ^^/-;>=4 : 1) ; 
NM R (DM^O-dj) : 3 12.86 (s, 1H) , 10.27 (s, 1H) , 9.88 (brs, 1H) , 8 36-832 
(m, 1H) , 7.90 (m, 3H), 7.73 (m, 2H) , 7.47 (t, J = 12 Hz, 1H), 7.24 (d, J = 7.2 Hz, 
5 1H), 3.66 (t, J = 5.0 Hz, 2H) , 328 (s, 3H) , 3.27-3.00 Gn, 4H) , 2.73 (d, J = 4.4 Hz, 
3H),2.40 (m,2H),1.64 (m,4H). 

31360112 5 (2) 

4- (3- (5- (N-2-tHD+->X?-;i/-N-^?-;i/7Sy) A*WJ 
10 JITS./) 7iZJW -2H-7*7:?>-l-*>-&g&& 

O 




TLC : R f 0.10 (^ddjM/A : K$S=8 : 2 : 0.5) ; 

NM R (DMSO-d.) : 5 12.84 (s, 1H) , 1022 (s, 1H) , 9.54 (bis, 1H) , 835-8 32 
(m, 1H) , 7.91-7.89 (m, 3H) , 7.73-7.71 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 724 (d, J 
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= 7.8 Hz, 1H), 3.72 (t, J =5.0 Hz, 2H), 3.18-3.05 (m,4H),2.74 (d, J = 4.5 Hz, 3H) , 
2.42-237 (m, 2H) , 1.67-1.61 Gn, 4H) . 

##015 

5 5-^DWJMD5-f l< 



5-^n^>tpij;« (i.81g) ®«fl;^5 1 l/> (2 0ml) Jg&tc. 

^*^A7S K*2W)n*.&*. *»T**tfu;^n7-r k (0.9m i) 

10 &M<t&to (2J7g) 

NMR (CDClj) : 3 3.41 (t, J = 6.0 Hz, 2H) , 2.95 (t, J = 6.8 Hz, 2H) , 2.01-1.79 
(m,4H). 

15 5 -^bwpu • "oswx*^ 

o 



"OSWTWa-^ (0.93m 1) Ottfl:*?-^ (2 0ml) fettle. 
Th>JX^;P75> (l.4ml) &#9M5T»iBL&fl:fttt (Z26g) £JE 
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(Z55g) 

TLC : R f 0^6 (*>*H-> : #®x^;i,= 9 : 1) : 

NMR (CDQ,) :6 139-131 (m, 5H) , 5.12 (s,2H),3.40 (t, J = 6.4 Hz, 2H) , 

2.40 (t, J = 7.0 Hz, 2H), 1.98-1.72 (m,4H). 

5- (l. 3-^**v-r y-f >k«j>-2— r;w /tuu 
;px*t-;p_ \ 

0 — 




10 ##0!l6T?$ijgLfcfl;£|&r (2J4g) Oy^fjl/WATS K (2 0ml) 
jg&K:. F^U^A (l.79g) 0t:T2«fWffl»L&. ft 

iwx3\n,T?ttfflL&. was® sterna 

A5A^n7h^- (A+t>:»8xf^=3 : 1) TfcfiU & 
15 T0iftttffi£rr*S)S<t£& (4 4 2mg) 

TLC : R f 032(^1f>:IMIx^-3 : 1) ; 

N M R (CDClj) : 7.90-7.78 (m, 2H) , 7.70-7.66 (m, 2H) , 131-129 (m, 5H) , 

5.11 (s, 2H) , 3.73-3.67 (m, 2H) , 145-237 (m, 2H) , 1.75-1.68 (m, 4H) . 

20 ##W8 

5- (i. 3-5?**i/-rv-f>HU>-2— r;w 
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&%m7Tm&L1t{££® (2.89 g) <J)3L9J-)l (80ml) JgfcC, 7 
)],zI>&M3.T'Z5%rt7i;V&-8tm (8 5 3mg) fciDA* *3&£B& 

s z*&m<tG® (i.88g) ■ 

TLC : R"f . 0.56 (^DD*;i/A : *9S-)V=9 : 1) ; 

NMR (CDQ 3 ) : 6 7.90-7.79 (m, 2H) , 7.77-7.67 (m, 2H) , 3.72 (t, J=6.6Hz, 2H) , 

2.41 (t, J=7.0Hz, 2H) , 1.84-1.60 (m, 4H) . 

10 #^flfl9 

5- (i, >ku>-2— r;u) nvvwuv^Y- 




##0l8-C8l&U&fc#t& (3 9 7mg) ©fifb^^l'^ (l.6ml) jgfc 
£. JkmT^tf'J^O^-f h* (0.14 

15 ml) SiflA^MT? 3 0 flf.SI«#Lfc. E£iS£«»£»«U Sllfl^fc (237 
g) 

NMR (CDC1,) : 5 7.90-7.81 (m, 2H) , 7.79-7.68 (m, 2H) , 3.75-3.68 (m,2H) f 
3.00-2.93 (m, 2H) , 1.81-1.67 (m, 4H) . 

20 mm± 
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4- (3- (5- (1. 3-5?**V-fV-r >KU>-2 — (M 
75/) -4-^OD7irJW -2H-7^7y>-l-t> 

O 




4- (3-7S/-4-irOD7x-;i/) -2H-7^7>?>-l-t> 
5 (3 8 6mg) . i?*9-)VT$./\£V9> (1 7mg) S^4&©k!U^> (6 

mi) mmz, *mr##0ij9TiaiiLfcfl:^ (4i4mg) amt*? 

l/>(2ml) jgfccfcin*.. tfrfcH&£»l*U fh7 

kH077 >Tifei* L fc. # StlfcH**? 1 h 9 k I* □ 7 * >TH^SL/, 
&rF®&&te£rr**f893<t£& (4 7 lmg) 
10 TLC : R f 0.23 (»igX^;i/ : ,^**>-i : 1) ; 

NMR (DMSO-dj) : 6 12.87 (s, 1H), 9.62 (s, 1H), 8J4-8J0 (m, 1H), 7.91- 
7.79 (m, 7H), 7.73-7.60 (m, 2H), 7.37 (dd, J=82, 2.0 Hz, 1H) , 3.58 (t,J = 6.4 Hz, 
2H), 2.42 (t, J = 6.0 Hz, 2H), 1.63-1 J9 (m,4H). 

15 

4- (3- (5- t-^h+^^-^TS/AUU^TS/) -4-* 
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o 




O CH 3 



$mm2 (2 1 9mg) Oi^;-JK9ml) ®m 

fc, k F9^>-r*ft* (022ml) SiOa., 2ff$|H]ji8KLfc. ^ffc 
E-&&*»*iu (2ml) "WMKU y-t-yh^>*M 

5 -;PS?#-#*- h (6.6ml) K«a*«ftWibfc. 

1-2:1) TttfiU «T0*MM**T**8fMt«M& (16 3mg) 

TLC : R f 026 (IWx^ : A*-tf->=2 : 1) : 
10 NMR (CDC1,) : 5 1052 (s,lH>, 8.63 (d, J = 22 Hz, 1H) , 854-8.49 (m, 1H), 
7.85-7.79 (m, 4H) . 753 (d, J = 82 Hz, 1H) , 732-727 (m, 1H) ,'4.70458 (br, 1H) , 
322-3.13 (m, 2H) , 250 (t, J = 7.4 Hz, 2H) , 1.86-1.72 (m, 2H) ,1.66-152 (m, 2H) , 
1.43 (s,9H). 

15 *lfi«2 7 (1) 

4- (3- (N— (5-t-7h*5'*^#=JP75/m'UJM -N-* 
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o 




4- (3 -7^/-4-^DD7x-;U) -2H-7^7->*>-l-t> 

TLCrRf 0.57 (^DD^;PA : **/-)V=9 : 1) ; 
NMR (DMSO-dj) :fi 12.87 (s, 1H), 8.36-829 (m, 1H), 7.94-7.84 (m,2H), 
7.70-7.44 (m, 5H) , 6.76-6.66 Gn, 1H) , 3.22 (s, 3H) , 2.85-2.77 (m, 2H) , 221-1.99 
10 (m, 2H) , 1-50-1.20 (m, 13H) . 




15 ^7-v>Jfig&& (2.44g) <B v**-tf"> (50ml) J8ifc£ 5 N*K{W- 
hU^A*W*tS?- t -yh+i/^^-^^-Jp^-h (1 3ml) 
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zmmitsvi o.87g) 

TLC:Rf 0.32 (^no^A: ^^y-;U=9 7 : 3) ; 
5 NMR (DMSO-dt) : fl 10.15 (bis, 1H) , 8.53 (bis, 2H) , 1.40 (s, 18H) . 

2- MJ7;p*D7-fe^;u-i, 3-e* (t-7H*->M#=;wy7 

q 

>-CF, 
CH3 O N O CH 3 

10 H H 3 

###J 1 (nog) (0^t^5 1 ^> (4 0ml) 

h U X^;P7^ > (0.65m I ) <hH* h U 7;^D|fg| (0.75m 1 ) ft- 7 8 1C 

TLC : R f 0.81 (^OD*;tA : *?S-)1,= 9 7 : 3) ; 
NMR (DMSO-dg) :0 11.05 (bra, 2H>, 1.45 (s, 18H). 

20 m&m2 8 

4- (3- (5- (2, 3-K* (t-^h=lri/*;W#r:;W 
nUV)l7$.J) 7iZ;W -2H-7^7'^>-l-t> 
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O 

HaC^O 
O O^N O CH 3 

X ^ ^ X X JJch* 

HJfi095TfijgL/fc{b^ (1 2 2mg) <Dit*?)V*)U > 7S. H (4m 

r i ) mmz fey x^^7 s > <o.iom i ) 1 1 -zm&Litit'S®x 1 

2 8mg) ^iilA, g£4&££i&T8t#U£. £J&iI#«!>£aiS8U SHS* 
m<££®l (14 lmg) 

NMR (DMSO-dt) : 5 12.84 (s, 1H) , 11.48 (s, 1H) , 10.07 (s, 1H) , 836-8.24 (m, 
10 2H) , 7.93-7.84 (m, 3H) , 7.75-7.67 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J = 
7.8 Hz, 1H), 336-324 (m, 2H) , 235 (t, J = 5.2 Hz, 2H) , 1.62-1.51 (m, 4H) , 1.45 
(s,'9H) , 136 (s,9H). 

&8fifl|2 9~j&fifigi|2 9 (15) 

15 &mM4TmmLMk&yKDKt>r)\z* %mm2 3, mmi2 3 (i) ~ 

£%$|2 3 (10). £J60!|2 3 (14) ~ISJ6fll2 3 (15) , HJS^2 
7~^Jfi^2 7 (1) Sfctt^J6W2 8TS3iLfcft:^*fflV»T» Hififcl 
5 T*SttS:&S£|s?8fC8MPU i;fc&glC «fc 0 ^tt<p^j*lC«toTffi^ 

20 

mmm2 9 
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4- (3- (5-X^75/AUU;U75V) 7i^) -2H-7^7 
5?>- 1 



5 TL C : R f 034(^on*;PA : ^^y-;p : ftS6=8 : 2 : 1) ; 

N M R (DMSO-d,) : 5 12.85 (s, 1H) , 1026 (s, 1H) , 8.63 (bis, 2H) , 836-831 
(m, 1H) , 7.94-7.85 (m, 3H) , 7.74-7.69 (m,2H),7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 



s7.8Hz.3H). 

10 

TL C : Rf o.56(*nn*;kk : 8 : 2 :0.5) : 

NMR (DMSO-dj) : fi 12.85 (s, 1H) , 10.11 (s, 1H) , 836-832 (m, 1H) , 8.15 
(bo, 2H) , 7.91-7.88 (m, 3H) , 7.73-7.69 (m, 2H) , 7.47 (t, J = 7.8 Hz, 1H) , 725 (d, 
15 J = 7.8 Hz, 1H), 2.96-2.89 (m, 4H), 238 (t, J = 6.4 Hz, 2H), 228 (s, 3H), 1.63- 
1.61 (m,4H),1.15 (t,J = 7.4Hz,3H). 

mmm2 9 (1) 

4- (3- (5-^ntrjW75ynUU^75/) 7jl-)V) -2H-7? 
20 7i?>- 1 




= 72 Hz, 1H) , 2.96-2.82 (m, 4H) , 2.41-236 (m, 2H) , 1.68-1 59 (m, 4H) , 1.17 (t, J 
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o 




TLC:Rf 031 a7UU*)\,J* :m&= 8 : 2 : 1) ; 

NMR (Dl^CK) : 6 12.85 (s,lH), 10.25 (s,lH), 8.61 (bis, 2H), 8 J6-fcl 
(m, 1H) , 7.94V7i85 (m, 3H) , 7.74-7.70 (m, 2H), 7.46 (t, J = 7.8 Hz, 1H), 7.24 (d, J 
5 = 7.5 Hz, 1H) , 2.94-2.76 (m, 4H) , 2.42-234 (m, 2H) , 1.68-1.53 (m, 6H) , 0.88 (t, J 
= 7.2Hz,3H). 

mtimz* (2) 

4- (3- (5 vyn^;u7 = yA'i^u;u75y) ?x-;w -2H- 
io 7*^$»- 

o 




TLC : Rf 0.44 (**/-JU: ^nntfJWA :#K=2 : 8 : 1) ; 
NM R (DMSO-d.) : 6 1Z8S (s, 1H) , 10.24 (s, 1H) , 8.54 (bts, 2H) , 835-832 
(m,lH), 7.94-7.85 (m,3H), 7.74-7.69 (m,2H),7.46 (t, J = 7.8 Hz, 1H), 7.24 (d,J 
15 = 73 Hz, 1H), 330-3.16 (m, 1H), 2.94-2.83 (m, 2H), 239 (t, J = 63 Hz, 2H), 
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1.68-1.62 (m, 4H) , 121 (d, J = 6.6 Hz, 6H) . 



ffefifi0!12 9 (3) 



4- (3- (7 -75 ^7^/^75 y) 7xr;W -2H-7^7->* 
5 >- 1 -*> • &£& 

O 



TLC : R f 0.22 <*nn*AA: *9J-)l: 2 8%7> ; £-7*=4 : 
1 : 0.1) ; 

NMR (DMSO-d*) : 8 12.84 (s, 1H), 10.21 (s, 1H), 8.35-&30 (m, 1H), 
10 7.94-7.68 (m, 8H) , 7.44 (t, J = 7.8 Hz, 1H), 7.22 (d,J = 7.8 Hz, 1H) , 2.81-2.65 (m, 
2H) , 233 (t, J = 72 Hz, 2H) , 1.61-1.46 (m, 4H) , 1.40-1.21 (br, 4H) . 

1116^2 9 (4) 

4- (3- (2- (2-75</X^JM-*5/) 7*^75/) 7iUW 
15 -2H-7^7^>-l-*>'«»!fi 
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TL C : R f 030 &UU&)\,& : 2 8»7> : E-T*=4 : 

1 : 0.1) ; f \ 
NMR (DMSO-d.) : 5 12.86 Cs, 1H) , 10.03 (s, 1H) , 8 34 (m, 1H) ,8.08 (bis, 
5 3H), 7.96-7.82 (m,4H),7.72 (m, 1H), 7.50 (t, J = 7.8 Hz, 1H) , 731 (d,J = 7.8Hz, 
1H) , 4.16 (s, 2H) , 3.72 (t, J = 5.0 Hz, 2H) , 3.05 (m, 2H) . 

£86092 9 (5) 

4- (3- (5-^;U75yAl/iJ;l/75y) 7x-;W -2H-7^7 
10 v>- 1 



TLC : Rf 033(^nn*;PA:^^y-;P: 2 8 *7> J &:=7 , *=4 : 
1 : 0.1) ; 

NMR (DMSO-dJ : 6 12.84 (s, 1H), 1030 (s, 1H), 8.34-8.62 (br, 2H), 
15 835-830 (m, 1H) , 7.94-7.83 (m, 3H) , 7.75-7.68 (m, 2H) , 7.45 (t, J = 7.8 Hz, 1H) , 



O 
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7.23 (d, J = 7.8 Hz, 1H) , 2.96-2.73 (br, 4H) , 2.43-231 (br, 2H) , 1.64-1.48 (m, 6H) , 
L38-1.20 (m,2H),0.85 (t, J = 7.2 Hz, 3H) o 

HMg!l2 9 (6) 

5 4- (3- (5-7S7A*lx'j;U7= /) - 4 - v^n k^7 ^ J 7 x ~ ;U) 
-2H-7^7i?>-l-^->- 2&»ig 

O 




TLC : R f 035 (^DDJjv^A : 2 8X7> ; E-7*=4 : 

1 : 0.1) ; 

10 NMR (CD,OD) : 6 8.48-8.42 (m, 1H) , 7.98-7.78 (m, 6H) , 3.69-3.61 (m, 4H) , 
3.02-2.95 (m,2H),2.70 (t, J = 7.0 Hz, 2H), 1.90-136 (m, 8H) , 0.97 (t, J = 7.4 Hz, 
6H). 

1^60112 9 (7) 

is 4- (3- (6 - /^uts y "M^v-f ;W75 /) 7x=;w -2H-7 
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•HCI 

O 



TLC:Rf 0.44(^DO*;i/A : *9J— ;P:»ffi=8 : 2 : OJ) ; 
NMR (DMSO-d.) : 3 12.84 (s, 1H), 1020 (s, 1H), 8.76-8.60 (br. '^i), 
8.36-8.30 (mtfH) , 7.94-7.85 (m, 3H) , 7.75-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 
5 723 (d, J = 7.8 Hz, 1H), 2.89-2.78 da, 2H) , 2J1-2.48 (m,3H),135 (t, J = 7.8 Hz, 
2H) , 1.67-1.53 (m, 4H), 1.40-128 (m, 2H) . 

IS8&fll2 9 (8) 

4- (3- ( (3E) - 5-75^-3 -^>5V^75 7 ) 7i-JW 
10 -2H-7^5y>-l-t> -ffiBSifi 



TLC : R f 0.53 OWx^P : #86 : *=3 : 1 : 1) ; 
NMR (DMSO-dJ : 6 12.86 (s, 1H) , 10 35 (s, 1H) , 836-832 Gn, 1H) , 8.02 
(bis, 3H) , 7.94-7.84 (m, 3H) , 7.77-7.67 (m, 2H) , 7.48 (t,J = 7.8 Hz, 1H) , 726 (d, 
15 J = 8.0 Hz, 1H) , 6.06-5.90 (m, 1H) , 5.74-5.60 (m, 1H) , 3.52-3.36 (m, 2H) , 3.19 (d, 
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Js6.8Hz.2H). 

mmw2 9 o) 

4- (3- (5- (3-^^;U- 2 -Tx-^T^ /) 1)^75/) 7 
5 xnjU) -2H-7^7y>- 1 

o 




TLC :Rf 0^9 (^□□*;i/A:^^y 9 : 1 : 1) ; 
NMR (DMSOA) : <5 12.85 (s,lH), 10.25 (s,lH), 8.68 (bis, 2H), 836-831 
(m, 1H) , 7.94-7.85 (m, 3H) , 7.75-7.69 (m, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 
10 = 7.5 Hz, 1H), 523 (t, J = 7.5 Hz, 1H), 3.53-3.46 (m, 2H), 2.92-2.76 (m, 2H), 
2.40-234 (m, 2H) , 1.72 (s, 3H) , 1.67-1.60 (m, 7H) . 

15860112 9 (10) 

4- (3- (5- {2-7^-)V7^;) nW))V7S.S) 7x~;U) -2 

is h-7^^v>- i • mm®. 
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o 




TLC:Rf 0.58 <*DP*;VA : * * / : 1*81= 8 : 2 : 1). ; 

t 

NMR (DWSPA) : <5 12.85 (s, 1H) , 10.22 (s, 1H) , 9.08 (bis, ZH) , 8 J6-8J0 
Cm, 1H) , 7.94-7.85 (m, 3H) , 7.76-7.69 Gn, 2H) , 7.46 (t, J = 7.8 Hz, 1H) , 7.24 (d, J 
5 s 7.8 Hz, 1H) , 3.81 (brs, 2H) , 2.90-2.86 (m, 2H) , 2.4 1-2J2 (m, 2H) , 1.85 (t, J = 
2.4 Hz, 3H) , 1.88-1.77 (m, 4H) . 

Htfig!l2 9 (1 1) 

4- (3- (4-/^75y^U;W75/) 7i-JW -2H-7^7 
10 v>-l-*>-t&gti& 

o 




TL C : R f 030 (£DD*;PA : : 6*86=8 : 2 : 1) ; 

NMR (DMSCK) : d 12.85 (s, 1H), 1032 (s, 1H), 8.73 (bis, 2H), 837-830 
(m, 1H) , 7.94-7.85 (m, 3H) , 7.74-7.68 Gn, 2H) , 7.47 (t, J = 7.8 Hz, 1H) , 726-720 
15 (m, 1H) , 3.00-2.87 (m, 2H) , 2.55-2.41 Gn, 5H) , 1.95-1.85 (m, 2H) . 
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1136012 9 (12) 

4- (3- ( (2E) - 5 -7^y-2-^>7V-f;U75y) 7i-W 
-2H-7^7'^>- 1 • &&& 



TLC:Rf 021 (^onsfr^A »BI=8 : 2 : 1) ; 

NMR (DMSO-d«) : fi 12.85 (s, 1H), 1038 (s, 1H), 835-8.31 (m, 1H), 
7.95-7.69 (m, 8H) , 7.49 (t, J = 7.8 Hz, 1H) , 727 (d, J = 7.8 Hz, 1H) , 6.77 (dt, J = 
15.3, 6.9 Hz, 1H), 624 (d, J = 15 3 Hz, 1H), 3.01-2.90 (m,2H), 2^5-2,46 (m,2H). 

^jjS^B2 9 (13) 

4- (3- (5-75/nHf;P75/) -4-^DD7x-;P) -2H- 
7*7^>-l-*>-£Bfc!fL 



O 




o 




a 
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o 




TLC : R f 0.44 ($rnn*;k& : **/-JU:ft&=8 : 2 : 1) ; 
NMR (DMSOds) : 6 12.84 (s, 1H), 10.21 (s, 1H), 835-832 (m,\lH), 
753-7.86 (i 3H) , 7.74-7.62 (m, 3H) , 7.48-6.70 (m, 6H) , 3.16-3.09 (m, 2H) , 237 
5 (t,J = 72Hz,2H), 1.68-1.44 (m,4H). 

4- (3- (3- (2-*;U*U/X^) -2-?*£l/-f F) 7i-JI/) 
-2H-7*5^>-l 



o 



10 




TLC : R f 030 (^nD*;UA : ^^y-;U=l 0 : 1) ; 
15 NMR (DMSOsi.) : 5 12.86 (s, 1H), 1045 (bis, 1H), 10.23 (s, 1H), 835-8.29 
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(m, 2H), 7.91-7.82 (m, 3H), 7.72 (s, 1H) , 738-7.47 (m, 2H) , 7 36 (d, J = 73 Hz, 
1H) , 3.96-3.91 (m, 4H) , 3.78-3.70 (m, 2H) , 3.45-3 32 (m, 4H) , 3.20-3.05 (m, 2H) . 

mmmzQ (1) 

5 4- (3- (3- (3-*)WJ/7u\£)\,) *U-f F) 7i^JW -2H 
-7*7^>- 1 • &&& 



4— T;U) 7irJK > ;>'7>8, £&4- (3 -7^ 7 7xn;i/) -2H- 

TLC : R f 035 (?on*;kk : *9J-)V : »gg=8 : 2 : 0.5) ; 
NMR (DMSO-dj) :fi 12£1 4, 1H), 10.46 (bis, 1H), 9.04 (s,lH), 834-831 
15 (m, 1H) , 7.92-7.85 (m, 2H) , 7.73-7.69 (m, 2H) , 7.49 (d, J = 7.8 Hz, 1H), 738 (t, J 
■ 7.8 Hz, 1H) , 7.09 (d, J = 7.8 Hz, 1H), 636 (bit, 1H) , 3.95-3.91 (m, 2H) , 3.76- 
3.69 (m, 2H) , 3.41-3.02 (m, 8H) , 1.88-1.83 (m, 2H) . 

mm&l3 0 (2) 

20 4 - (3 - (3 - (3 U - 2 Kl*> 7i" 



o 




264 



WO 00/44726 



PCT/JPOO/00319 



)l) -2H-7^7^>-l-*>-«KJfi 



O 




TLC.-Rf 0.43 (^nn^kk : **/-;i,= l 0 : 1) ; 
NMR (DMSO) : (5 12.85 (s, 1H) , 10.43 (bis, 1H) , 10.10 (bis, 1H) , 835-8.26 
(m, 2H) , 7.93-7.83 (m, 3H) , 7.73 (s, 1H) , 7.57-7.46 Gn, 2H), 7133 (d, J = 7.5 Hz, 
1H), 3.98-3.90 (m, 2H), 3.72 (t, J = 11.1 Hz, 2H), 3.62-3.52 (m, 2H), 3.46-332 
10 (m, overlapped HA 2H) , 3.18-2.96 (m,4H) , 104-1.94 (m, 2H) . 

fS3&fll3 0 (3) 

4- (3- (2-*^*'J/X^**^*^#=:^75/) 7x=JW - 
2H-7^7i?>-l-t> • 
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O 




•f V9-^>7>mx^)V<D^t>0\Z, 3- (2H-7^7X>- 1 

7xx;M'7->7>g£, £fc4- (3-75;7iZWt-2 
H — ihy - 1 - *><DR t> Q\Z2- t^tf »J / X* 7 J8 HT, 
5 2TS£*l£;£j££|iO£K:&f£LT. &T©$H£te£;rt£*fg9! 

TLC : R f 0.79 (^pp^;UA : ^ : fffi|= 8 : 2 : 03) ; 
NMR (DMSCHs, DMSO = 2.49ppm) : 6 12.83 (s, 1H) , 9.88 (s, 1H) , 8 .34-8 Jl 
(m, 1H) , 7.91-7.87 (m, 2H) , 7.72-7.69 (m, 2H) , 7.60 (d, J = 7.8 Hz, 1H) , 7.44 (t, J 
10 =7.8Hz,lH),7.19 (d, J = 7.8 Hz, 1H) , 4.19 (t, J = 5.7 Hz, 2H) , 3 .54 (t, J = 4.5 Hz, 
4H) , 236 (t, J = 5.7 Hz, 2H) , 2.41 (t, J = 4 J Hz, 4H) . 

mmw3 1 

4- (3- (2- (2- (K*U5?>-1— f;M X^^+v) 7-fe^;W 
15 75/7i-;W -2H-7^7y>- 1 ■ 
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O 




4 - (3 -7^/7x-;W - 2H-7^7->*>-l-t>^2-(2 
- (tf^»J^->- 1 — f iU) X3\>M-*-» »&£ffltAT, HJ60HT*£ 

TL C : R f 0SlU?nn*)\,&: 2 8%7>^-TtK=9 : 

1 : 0.2) ; 

NMR (DMSO-dj) : 6 12.85 (s, 1H), 1039-10.22 (br, 1H>, 1032 (s, 1H), 
836-830 (m, 1H), 8.01 (s, 1H), 7.94-7.86 (m, 3H), 7.76-7.70 (m, 1H), 7.49 (t, J 
10 = 7.8 Hz, 1H), 7.29 (d, J = 7.8 Hz, 1H), 4.18 (s, 2H), 3.86 (t, J = 4.8 Hz, 2H) , 
332-3.40 (m, 2H, overlapped H,0), 332-3.24 (m, 2H), 2.98-182 (m, 2H), 1.92- 
1.62 (m, SH) , 1.46-1.28 (m, 1H) . 

mmm3 2~~&mm3 2 (2) 

4-* h^->lf^U ^>&ffl^T^M«H2 1 £|^8gK:!if£LT, ETF©$&& 
20 4- (3- (5- (4-*h*->t!^ , Jv f >-l— OU) AU-'J^TS /- 
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4 -j^Jl^xrjW - 2 H-y*3z?>- 1 • &&& 



o 





o 



a 



0CH3 



TLC : Rf 0.44(^Pn*;i/A:^^y-;i/:»S6=8 : 1 : 1) ; 
NMR (DMSO) : 5 12.82 Cs, 1H) , 9.80 Cbrs, 1H) , 9.48 Cs, 1H) , 8 .35-8 31 Cm, 
5 1H) , 7.91-7.85 Cm, 2H) , 7.76-7.73 (m, 1H) , 7.66 Cs, 1H) , 739-727 Cm, 2H) , 3 .56- 
3.20 Cm, 6H) , 3.10-2.84 Cm, 4H), 2.46-238 Cm, 2H) , 230 Cs, 3H), 2.16-2.04 Cm, 
2H) , 1.96-1.84 Cm, 2H) , 1.80-1.50 Cm, 4H) . 

mmm3 2 cd 

10 4- C3- (5- C4-*h*->fc^U5?>- 1— f;W AUU^75/- 

O 



TLC : R f 0.66 C*nnzM.A : : #86=9 : 1 : 1) ; 
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NMR (DMSO) : 8 12.90 (s, 1H), 10X1 (brs, 1H), 9.73 (s, 1H), 835-832 (m, 
1H) , 7.95-7.85 (m, 3H) , 7.76-7.71 (m, 1H) , 7.66 (d, J = 7.8 Hz, 1H) , 7.41 (dd, J = 
8.1, 1.8 Hz, 1H), 3.56-3.20 (m, 6H, overlapped with H,0), 3.08-2.81 (m, 4H>, 
252-241 (m, 2H, overlapped with DMSO) , 2.15-2,04 (m, 1H) , 1.99-1.82 (m, 2H) , 
5 1.79-1.52 (m,5H). 

*»«3 2 (2) 

4- (3- (5- U-*h*S/\£«VP>-l — AUU;i/75.^- 



O 



10 




TLC : R f 0.60(?nP3ja>A : *^/-;|/ : ftgg=9 : 1 : 1) ; 
NMR (DMSO) : 5 12.86 (s, 1H), 10.02 (brs, 1H), 9.95 (s, 1H), 8J7-8.28 (m, 
1H) , 8.14 (dd, J = 7.8, 1.8 Hz, 1H) , 7.95-7.85 (m, 2H) , 7.74-7.68 (m, 1H) , 7.46- 
733 (m, 2H), 3.60-321 On, 6H, overlapped with H,0) , 3.08-281 (m, 4H), 254- 
15 241 (m, 2H, overlapped with DMSO), 214-204 (m, 1H), 1.96-1.84 (m, 2H), 
1.78-1.52 (m,5H). 
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^^#T5teJWl 0 0 

•4- (3- (5-75ynuu;i/7^y) 7ix;w -2h-7^7v> 

5.0g 

5 • *;p#*3//?^fe;PD-^*^5/^A OBaEM) 0.2g 

• Xf7'J>i7y*'>f A (jffl^SH) 0.1 g 

• aiea-feji/o-7. 4.7g 

10 StT<B#j£»£#fcK«tDg£Lfc». tt***ftlCJ:DWrU 5ml 
ro7>7>£3fe«U 1W*fcJ:baHMt*U 17>7>«f 2 OmgOiS 

•4- (3- (5 -7^yAl/U;U7S7) 7xJ=.;U) -2H-7^7y> 

-l-*> 2.0g 

15 • T>- | — ;i/ 20g 

• if®* 500m 1 
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Sf * © «S 1 

.1. -«5£(I) 



5 

R*tt 

(i) 7KB6S*fctt75/S{C«t^TK»Sn;tCl~4T;P*;i/S. 
GO S — A 1 — A 2 — A 3 

10 5S:*, A l tt 

(D -NR 3 C (O) -S, 

(ii) -NR 4 C (S) -S, 

(iii) -NR s S0 2 -S. 

(iv) -CH 2 -NR 8 -S. 
15 (v) -CHj-O-S. 

(vO -OC (O) -g, 

(vii) -CH 2 -NR 7 C (O) -g, 

(viii) -NR 8 C (O) NR 9 -S, 

(ix) -NR l9 C (O) O-S. 

20 (x) -NR U C (S) NR 12 -g, 



O 




CD 
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Go) -NR 13 -g, tifctt 

R 14 

I 

Grii) ^ Nv |^ S 

5 R 3 . R 4 . R 6 , R 6 , R 7 . R 8 . R\ R l0 » R M . R 12 , R 13 , R 14 
£<fctfR l5 tt*n^nffij£LT. TfcJfSK^. C l~4 7;P*;!/g, 

A 2 « 

(0 C 1-8 7;U^U>S» 
10 (u) C2-8 7^y-U>S. 

(iii) Cyc'S, 

(iv) - (C1~~4T)V*U» -O- (C1~47;^U» -s, 

(v) - (Cl~47Jl4 i U» -S- (C1~47JM 1 U» -g, 

(vi) - (C1~47;W+U>) — NR 19 — (C 1~47;P*U» -g, 
15 (vii) - (Cyc 1 ) - (Cl~8 7;i/^^» -g, 

(viii) - (CI -8 7**1/ » - (Cyc 1 ) -g, 

(ix) - (C1~47;P*U» - (Cyc 1 ) - (Cl~47MI/» - 

r 1 ^a**®?. c i - 8 7;m^s. c i ~ 8 7*3*->*;p3t?-;i'S. 

20 7x-;PS. Sfctt^x^gTH&SnfcC l~8 7;i/*;Ug££fc>U 
Cyc^B 

(0 C3~l 0<D#ISSfcttill8^5}l5S. 
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A 3 « 

G) **JS^, 
Gi) -NR 17 R 18 S, 
(iii) Cyc J S, 
5 Gv) -OR 19 S. 

(v) -COOR 20 S, 

(vi) -CONR 21 R a2 g, 

(vii) CsNS, - t 

(viii) AnJ>Bf, 

N 

10 (ix) A ,r»S, £fcfi 

^ N 
R 28 R 29 

r 17 . R'^i^R^tt^n-ensftiLT, 

G) TkSlM^; 

15 (ii) c l ~ 8 7;i^g, 
(iii) C2~87;i^-;ps. 
Gv) C2~8t;^-;ps. 

(v) Cyc'g. 

(vi) ci~8 7;m+->s, 

20 (vii) C2~8 7;l/^-;^*'>S, 

(viii) C2~8 7;U*-^+->S. 

(ix) Cyc'I, C l~8 7;m*->g, ci~8 7;u*;u^s, C = N 
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R 18 tt 
(i) tKjSSHH 1 . 

s (a) c i~8 7;i/*;pg, 

(iii) C2~87;^^JWS, 
Gv) C2~87;^-JUS, 

(v) C 1 - 8 7)Vn **/l3)\,#=.)im. . t 

(vi) C2~V7'>^S» 

10 (vii) C3~8->^07;i/*JPS, 

(viii) Cy c'S^fcttl-SjSCADy^^-CS^^n/tC 1~87;P 

Ox) C l~8 7;U3+->STH«StlfcC l~8 7;i/*;USS^t)L/, 

15 £^fc>U 

R 23 . R 24 , R 2S , R 28 , R 27 , R 28 *i^R 2S tt-tn-?nffl5iLT, 

7k*M^, ci~4 7;p*;us, ci~8 7;un*'>*;p#-;i,s, 7n 
20 fioaei®^ s^tr 3 ~ i o Mo^ms&^iRSAxDs^to l, 

Cyc'gtt, 

(i) C 3 ~ 1 0 W#SSS^fiziSSS^*SR, 

(ii) l~4ffi0S*Ji§rf, l~2ffii©863Rlg^«taC/SfeeH@©5SI|IS 
^S^tr 3 ~ l 0 mamm* fcfinmSCA^DSSsait) U 

25 gSIBCyc'S, Cy c 2 S*«fc^Cyc 3 Stt^n-ffnaft3tUT.KTO(i) 
- (vii) A^a«n* l~3<H©SC,fcoT«gS$nTlriTt)ct^ : 
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(i) C l~8 7JM i ;i>g, 

(a) C2~8 7;i^=;wg, 
(a) C2-8 7;i/*-;ps. 
Gv) ci~8 7;m*->s, 

5 (v) C 1—8 7 )ln*->j] 

(vO **vg, Sfctt 

(vii) C l~87JHi*->g"T?B&$*l£C 1 ~ 8 7;U*;i/g ; 

l-8 7;P%l/StfcttC l~8 7;P3^r->S, 
10 1 ~ 3<S©AD^>]g?T?«gi$tlfcC 1 ~ 8 7JP=^;USSfettC 1-87 

R S0 £«fctfR 31 fi^tt^*tffc£LT, tKSS®^ C l~4 7;M^I/g, c 

fee i~4 7;u^;us^t>To 

15 &fc*U RH^;*^7$/g*&fc;^>fc0£t*. ] 

LT^*rT5#'J (ADP-'J"^-^) #<J*7— tMSO. 
2. (la) 



o 



20 




da) 
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(ii) a— A^-A 2 --** 

A l -tt 

(i) -NR 3 'C (O) -S, 

(ii) -NR_ 4 'C (S) -g, < 

(iii) -NRj a -S0 2 -S. 
10 (iv) -CHj-NR^-S, 

(v) -CH,-0-S, 

(vi) -OC (O) -g, 

(viO -CH 2 -NR 7 'C (O) -3, 

(viii) — NR a "C (O) NR 9 '-S, 

15 («) -NR l0 'C (O) O-S, 

<x) -NR U 'C (S) NR 12 «-S, 

<xi) -NR l3a -g, ZftiZ 
R 14a 

I 

(xii) / N v^ g 

20 ^-rsfeoi-r*. 

R3a p4a pSo p6a p7a p8a p9a p 10a p 11a p 12a 
% Ix » ix \ Ix «i\ * XV. \ Ix » Xx « Ix % Xx > 
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A 2a tt 

G) Cl~87)l>*ls>m, 

(ii) C2-8T;^-U>S, 

(iii) Cyc la S, 

5 Gv) - (Cl~4 7;WrU» -O- (C 1^47)^U» -S, 

(v) - (Cl~47 , ;Wl/» -S- (Cl~47;i/+W» -S» 

(vi) - <Cl~47«M 1 l'» -NR 10 '- (C 1~47;M^» -g, 

(vii) - (Cyc u ) - (Cl~87;W*W-» -3. ^ 

(via) - ('gi-8 7;i'*i'» - (Cyc u ) -3, 

10 (ix) - (Cl~47;M i U» - (Cyc 18 ) - (C 1~47;M^» 

R 1 8 't&frmm?. C 1 - 8 7;U*;i/g. C 1 ~ 8 7^3*->*;i/3^-;PS, 

Cyc u Stt 
15 (i) C 3 ~ 1 0 O^ISSfeftziS^m 

(ii) l~4fflOg^l®^ l~2ffl<Dg|5Rlg^«fc^/$fc«H@©fi6||lg 

TS^tr 3 ~ l o &<DMm*ttit=.mj£^7-nm%&b u 

A 3a tt 
G) *58JS^, 
20 (ii) -NR l7a R 18a 3» 

(iii) Cyc 2 *I, 
Gv) -OR 19a 3, 

(v) -COOR 20a 3, 

(vi) -CONR 21a R 22a 3. 
25 (vii) ChNI. 

(viii) ADy>Jg^-, 
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^ N 

T 

M N 

5 (i) *5S®^- 

(ii) C l~87JP+;i/S, 

(iii) C2~8 7^-5r-;US, 

(iv) c2~8 7;p*-;us, 

(v) Cyc 3 'I, 

10 (vi) C l~8 7;iO*->g, 

(vii) C2~8 7Jpy-;^*'>S. 

(viii) C 2 ~ 8 7)V*-)ltti/m, 

Ox) cyc J *$. c i~87;m*->g. ci~87;u+;^^s, -c 

=NS, *8IS*fcttl~3<lOADy>iI^{C«tDit«l$nfcC 1-8 7 
15 ^M^UgfcSfcU 

(o frxm?; 
(a) c i~8 7;w*;i/S. 
(iii) c2-8 7;i/y-;ws. 
20 (iv) C2-8 7;p*-;ws, 

(v) ci-8 7;m*'># jp#-;i/S, 

(vi) C2-8 7">;i/S. 
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(vip C3~8->*n7JI>*;i>g. 

(viii) Cy c S8 SSfcttl-3ffl©ADy>lg-?-C«|jiSnfcC 1~87;U 

(ix) C 1 - 8 7;m*2/S"?Bft$ftfcC 1-8 TA*r)VgZmt) U 

R 23 \ R 24 \ R 25 ". R 28 \ R 27 *. R 28, *J«k^R 29a tt-5-n-6naft 
ALT. *SS®^-. Cl~47;U*;Ug. Cl~87JP3*'>*Jl/#-;l^. 

7 x-;usA>fctt7 x-;^-cifi«i$n^ c l - 4 7;u*jpg£^t> u 
io c y c 2 »stt v i - 4 mommm?* i ~ 2 a® b*jk?*'£ # 
1 iioaaiir^ t-artr 3 ~ 1 0 M0*s8*fcH^«KAT-piiift»h u 

Cyc 3 'Ilt 

(0 c3^ioo*«*fc»a^3Bsaft3iai, sfct± 

(ii) l~4j@©SSSirf. l~2fl®mR7£J:tf/$fc»lfl®mK 
15 «-£tr 3 ~ 1 0 M©^££l£n3S3AT-n§{l$gfcU 

8ft85C y c 1 "S, C y c 2 "gScfctf C y c 3 ■Stt-Wl-enSfcfcLT, ETF 
<D G) ~ (vii) *&atfh« l'«*-3aoaUcJ:-3TflHfc*tlTt»Tt)J:V» : 

ti) ci~8t;MtA*> 

(ii) C2~8 7;P^r-^S, 
20 (iii) C2~8 7;i/+-;US. 
Gv) C 1~87;W3^'>S> 

(v) c l ~ 8 7JP3*->*;P3i i r;i/S, 

(vi) **7S. Sfctt 

(vii) C 1 - 8 T^a+S/fcTWfcSftT^* C 1 - 8 7;U+;PS ; 

25 R ADy^Bf. r.hoS. -NR ,,, R ,u i, 

C1~87)\'*)V&* C 1~8 7JU3*->S. 
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i - 3 ®<d/\ ay >m?rm&2 tix^ « c i ~~ 8 Tjwvm&itit c i ~ 
R 308 ^<fc^R 3, »«*n^n$ft5itT, tKjrji^ ci-47;p+;us, 
5 n& c i ~ 4 7;i^gfc&t>-r. 

fcfc'U R l 'tti?;*3\H/7S/g£$fc>£fc^&CD<J:U 
£BK. ] V 

ci~47;wmm^ c i~8 7^3*'>*;pjP-;ps, 7ir;n, 
«7 x^STBgis n& c i ~ 4 7;M^as&fo l , 

15 Cyc l "ga«C l~87;P3+i/*;i/3H-;i/STltSISnT^T ! b«J:^ 
G) C 3 - 1 0 OiiiSISfctt-SSjS&jfcSR. £fc«G0 1 ~ 4®©33SSJiH !: , 

20 (i) zKSSJTP, 

(ii) -NR l7l R I8 »g, 

(in) Cyc a »S, 

Gv) -OR 19 »S. 

(v) -COOR 20a g. 
25 (vi) -CONR 2l »R 22 "g, 
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-> • 

^ N 

A- 

N 

N N 

■ion. -LoOa 

R I7a , R 2la :fe<fctfR 22a #*tt^ti8uiLT, tK*®^, C1-43?;P 

C 2 ~ 5 7z/)V&. Sfctt7x-;PSTBSS^nfcC 1 ~4 7^3*2/*^ 

10 R 19a £J:tfR 20a ;i&^ft^ft^LT. *jSJjrF3:£ra:C l~~47)l*)l 

C y c 2 "StfC 1 ~ 8 7;U3+'>*;^-;US-Cfi»$nT^Tt>*Vi 1 
~4fl©JMMFF, 1 fl®tt*JK?££tf/£fcl£ 1 «©«MI^**tf 3 
~1 O*0|lJl*fctt=iltt^Dj|««DU 
15 R»*3&«**»» ADy>M^, ^hng££teNR 30a R 31a S*3c*rt 
-« (la) ^*nsil*®«H2E*0ft**. 

4. l»#<0«B2SB«0>-«55 (la) K*t>T. 
R 1 A 1 *— A 28 — A^TjftSftSSttfcU 

20 A la ^«fc^A 2a a*l!»*0|gH2t^i;. ; gi*^t>L, 

A 3 »*« (ii) -NR ,7a R 18a g. (iu) Cyc"S. (vii) -C=NS3:£ 
tt (viii) Any>li^?&at>-r^ &£U A 3a #NR I7a R 18a g£^fc> 
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Tit, R 17 "ttf*#©«ffl2KIE«<Z>g<055, Cl-4 7;t* 

££tfKO£*£fc>U cyc 2 «at» ci-87;p*;ps, C2-8 7;Uy- 
ji*. C2~87j^-;ps. ci~8 7;i/n*j/g. **yg. fcitfc 
5 i~8 7;i/3*">Sfc«kt)Tii»$nfcc i~8 7;i/*;i/£a>fc>ift£ns 

1~3<H (Cl~87/MrA*. C 1~8 7;m*>'£, *S,fctfCl~8 7 

10 DSR££to-ri**®iSI82iB«<&<l:£&. 

5. Sf#©ttB232«©HK5S; (la) »C*5HT. R 2 C 1~ 

87;p*;i'g, ci~87;m=^->s, sfctti^poAny^is^Te 
*a*ra»* c i ~ 8 7;u*;ps* &«c i ~ 8 7;P3+->s*^t>-rit* 

15 Ol5BI2f2«<ZMfcS«5. 

6. §t3&©ttB232«©-*S£ (la) 

R 1 '^S— A 1a — A^A^T^^nSSSSt) L, 
A 2 « H&ZfiA 3 ■ #ffcft©t8H 2 012* £: R CSifcfcgfe b , 
20 A^^NR'-C (O) g££fc>T»#©ttB2S2*©fc£&. 

7. 

(1) 4- (3- (tHD+y^f;W 7x~JU) -2H-7*5>?>- 1- 

25 (2) 4- (3- <7$/*^;W 7irJW - 2 H-7*7*>- 1 

(3) 4- (3- iV*?)V75.; 7x-M -2H-7?7i?>- 
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1 

(4) 4- (3- (5- (t -yh*->*;p#^;i/75y) nnui^rsy) 

7I-JW -2H-7^7i?>-l-t>, 

(5) 4- (3- (2- (t-?>*>'#;M?-;i'75y) 7-fe5=-JU75y) 

5 7x-;w -2H-7*5v ? >-i-*>, 

(6) 4- (3- (4- (^>^;^*->*;^-;i/75y) ^u^rsy) 

7Z-JP) -2H-7^7->*>-l-t>, 

(7) 4- (3- (6- (t-7h*z/iJfr#=.)lTS./) 'sttS'Ol'XS. 
/) 7x-;f>,--r2H-7^7i?>-l-^->. 

10 (8) 4- (3- (3- (^>v;U^*i/*;i/#-JU7=y) ynh!^-r:;i,7 
5/) 7i-W -2H-7^7->*>-l-t>. 

(9) 4- (3- (2- (t-yh^->*;i/^-;P75/) 7-fe^;P75/^ 

7i=;W -2H-7*7$»-l-*>, 

(10) 4- (3- (3- (t-yh*->*;P5}?-;P75/) ynfcJ^-;P7 
15 S./t+M 7x-;W -2H-7^7i?>-l-^>, 

(11) . 4- (3- (l-t-7b* ! sti)V#=.)[>\Z'<.i)V>-4-'()\,ti)V 
3^-;U7^y) 7i- JW -2H-7^7i?>-l-tX 

(12) 4- (3- (4- (t-7h*^#;i^:z;u7S/) ^u;P7sy 

7i-;W -2H-7^7y>-l-tX 
20 (13) 4- (3- (5- (t-7h*^;&;M?njU7$/) /XHJJI^TSy 
7z±JW -2H-7^7i?>-l-tX 

(w) 4- (2- (5- (t-^h*^*;w#=^7sy) Auu;i/7sy) 

7i=W -2H-7^7-^>-l-*>, 

(15) 4- (3- (3- (-f>F-^-3— fJW yPlf^-^UT^ y) 7 
25 x-JU) -2H-7*5*>-l-*>. 

(16) 4- (3- (5- 4— OU) AU'J;W75y) 7ir 
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M -2H-7^7'7>-l-t>, 

(17) 4- (3- (2- <K'J5»-4 — T;W 7-fe3 1 ;P7$/) 7x~;U) 
- 2H-7*7i?>- 1 -tfX 

(18) 4- (3- (5- (fc!n'JS»-l— TJW AUU;U75/) 7xX 
5 JW -2H-7?7y>-l-t>. 

(19) 4- (3- (5- &*?)V75./) MH>;P75/) 7i-W - 
2H-7*^>-l-:*X 

(20) 4- (3- (3- (fcru^>-3-<;w ynt:^;i/75y) 7x 

.10 (21) 4- (3- (5-^ (N-^^-N-t-yh^^^-^TS/) 
nUU;i/75y) 7irM -2H-7^7i?>-l-*>, 

(22) 4- (3- (2- (2- (t-yh*^*;i/*-;u75y) x?;i^ 

*) 7*^75/) 7x-;W -2H-7^7i?>-l-t>. 

(23) 4- (3- (2- (N— (2- ( t -7 h*->*)V#-)],7 S. /) X 

is ^JW -N- 1 --7*h*>-#;i/#-;u75/) 7-fey;u7sy) 7ir;w 

-2H-7^7i?>- l-*>, 

(24) 4- (3- (5- (t-lr>*->#;M*x;P75y) auu;u^-+-» 
7iz;w -2H-7^7V>-1 

(25) 4- (3- (2- (3 - (t-^h+'>*;P#X^7S/) 7xx;i0 
20 TttJVTS./) 7xX;W -2H-7*7v>>-l-*X 

(26) 4- (3- (3- (t -7h*i'X)\'#-)V7S.;*?M ^<>'M 
;U75/) 7xXJW -2H-7^7->'>- 1 

(27) 4- (3- (h7>X-4- (t-^h+^^X^^/^^W 
i/^n^^jW-^TSy) 7i-JW -2H-7^7y>-l-t 

25 >, 

(28) 4- (3- (4- (t -yh*v*;U#x;U7Sy) ^^nA+yjl/ 
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(29) 4- (3- (4- <t-7>*3/*;M?=^:rS/*^;M 
;|/7= /) 7irW -2H-7*7V>- 1 

Go) 4- (3- (2- (4- (t-7>*'>#;p#-;i/7s/) 7x-;» 

5 7tt)V7%J) 7x-;P) -2H-7^7i?>-l-*X 

(31) 4- (3- ((E) -3- (1- (t-7>*$/*;i^-J!/) -<S*V 
-fr-A-^M 7*D"t/-r;i>73/) 7x.-M -2H-7^7v ? >-l 

(32) 4- C9---T (5 -7^ /AWJ^75 /) 7ir;W -2H-7/7 
10 v>- 1 ~^">. 

(33) 4- (3- (2-75/71:^7$/) 7i-W -2H-7^7 
1 

(34) 4- (3- (6-75/A^U-/-f;P75/) 7i^W -2H-7 

15 (35) 4- (3- (2-7^/7^^75// J-)V) 7x-M -2H- 
7*7S?>-l-*>, 

(36) 4- (3- (3 -75/ 7*n £;j-- JU75/*^) 7iZJW -2 
H-7*7>?>-l-*>» 

(37) 4- (3- (lf^Ui?>-4-<;P*^-;|/75/) 7x-JP) - 
20 2H-7^7i?>-l-tX 

(38) 4- (3- (4-75/7 : 5 1 U;V75/^?-;W 7x=.*) -2H- 

(39) 4- (3- (5-75/Al/'j;P75/^^P) 7z-W -2H- 
25 (40) 4- (2- <5-75/Al"j;U7$/) 7irW -2H-7^7 
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(41) 4- (3- (5- 0t^7S/) rtWJfrTSJf) 7jl~)V) -2 
H-7*7$»-l-*>. 

(42) 4- (3- (2- 7 ±7)1,75.;) 7xX 
;W -2H-7*9i?>-l-;j->. 

5 (43) 4- (3- (2- (2-7S/X^75/) 7-t?)l75.S) 7i 
-2H-7^7y>-l-t>, 

(44) 4- (3- (5-75/AW'j;U;J-*>» 7i-W ~2H-7^7 

i — ^*>, 

(45) 4 - - (2 - (3-75/7 x-JW 7-fe^^7 5;) 7i -jt) 
10 -2H-7^7i?>-l-t>, 

(46) 4- (3- (3- (75/*^) ^>7<^7^ /) 7i"^) - 
2H-7^7V>- 1 

(47) 4- (3- (by>X~4- {75 J ->^d^->;Ptj;U4? 
-;P7S/) 7i-)W -2H-7^^>-l 

15 (48) 4- (3- (4-7^/ ^^D^+v^^z^-^J^ 7) 7iZJW 
-2H-7^7i?>-l-t>, 

(49) 4- (3- (4- (75/*tMW ^>V*<;U75/) 7x-Jl/) - 
2H-7^7?>-l-t>. 

(50) 4- (3- (2- (4-75/7x-;W 7±7)V75,/) 7iZW 
20 -2H-7^7i?>-l-t>, 

(51) 4- (3- ((E) -3- (<$y7-;U-4--OU) 7*D'W'1';P7 
57) 7x-;W -2H-7^7V>-l-tX 

(52) 4- (3- {7tt)V75.J) 7xx;P) -2H-7^7->*>- 1 - 
*>, 

25 . (53) 4- (3- ('VMJV-OI^TS/) 7x=JP) -2H-7*7i?>- 
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(54) 4- (3- )17^J) 7jl-)D -2H-7^7V>- 1 

(55) 4- (3- (7^U;U7^ /) 7i-JW -2H-7^7V>- 1 - 
5 (56) 4- (3- (AU'J^T^ /) 7i-JW -2H~7^7y>- 1 - 

(57) 4- (3- {*i/)\,7S>J) 7x~;i/) -2H-7^7y>- 1 

(58) 4- ?3^ ■<y?;W;W*=^75y) 7i-JW -2H-7*^V 
10 >-l-*>, 

(59) 4- (2- (7*^75/) 7x-JI/) -2H-7^7v>- 1 - 

(60) 4- (4-^DP-3- (7-fe7MV7= /) 7xrjl/) -2H-7^ 
^v>- 1 ~^>, 

15 (61) 4- (3- (4- {*h* : Stl)\S$-M 7*^'J*75/) 7i-;W 
-2H-7^7y>- 1 -*>. 

(62) 4- (3- (7-feh*-» 7i-;W -2H-7^7y>-l-t>, 

(63) 4- (3- (4 -7$y7?VJl7S.y) 7i-JW -2H-7^7 

20 (64) 4- (3- (3-7S/yne*-;P75y) 7x.^JU) -2H-7 

(65) 4- (3- (4-**#*S/^U^75/) 7i-JW -2H-7 

(66) 4- (3- (5-th*D+-WtU«j;U75/) 7x-Jl/) -2H-7 
25 ^7V>- 1 — 3">» 

(67) 4- (3- (4- (t-yh+->*J^-;P75y) 7*^75;/ 
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7iz;W -2H-7^5i^>-l-*>, 

(68) 4- (3- (4 -7S /7tMU7 = / 7i-W -2H-7 

(69) 4- (3- (3-X3MI/-2-^*2W H) 7xrjl/) -2H-7 
5 ^7-/>- 1 

(70) 4- (3- (3-X^Jl/^W h*) 7ir;W -2H-7j'7^>- 
1 ^i" */\ 

(71) 4- (-3- (Xh+->*;^-;U757) 7x"JW -2H-7f 7 
i?>- 1 -k>» 

10 (72) 4- (3- (5- (t-7b* s s1t)\r#=JVTSS) 0=?)\,7^J) 
7i-W -2H-7^72^>-l-^>, 

(73) 4- (3- (5-75y^>^7S/) 7x-W -2H-7^7 
S?>- 1 

(74) 4- (3- &U\i)\rf-*t»\,i£-)V73.J) 7I-JP) -2H-7 
15 ^7'>*>-l-tX 

(75) 4- (3- (5- (TiTT^TS/) AUU;U75y) 7ii;H - 
2H-7>5i?>-l-:*X 

(76) 4- C3- (3- (3-t-'7h* t sf3)l$-)\'75.;-7a\iM - 

7x-JW -2H-7?7y>-l-*X 
20 (77) 4- (3- (3- {Z-7%J-fU\L)V) -2-?*yU4 F) 7i 
-2H-7^r^>-l-t>, 

(78) 4- (3- (6 -2^7^75 /A^-tf-y-fJUTSyO 7ilW - 
2H-7^7y>-l-^">. 

(79) 4- (3- (5- Wr/U5»-3— fJW ni^'j;U7 = y) 7i 
25 — ;W -2H-7^7'>*>-l-*X 

(80) 4- (3- (5- (77>-2--f;M7 c ;U75/) A*U'J^75/) 
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7xX;» -2H-7*7i?>- 1 

(81) 4- (3- (5- (N N-'T'nt^TS/) AHj^75 
/) 7xXJ» -2H-7^7i?>-l-t>, 

(82) 4- (3- (5- (2-S>*^»>73/X^75/> AHUP75 
5 /) 7xXJU) -2H-7^7V>- 1 

(83) 4- (3- (5-S?X^75/AU'j;P75y) 7r=JW -2H 

(84) 4- (3- (5- (7"fef5 t ^>- 1 -- f ;U) A*WJ;V7*/) 7x_'x 
;w -2H%*7y>-l-*>. 

10 (85) 4- (3- (5-^>vW75/A*U'J;P7i/) 7r-W -2H 

(86) 4- (3- (5- (N— (77>-2-<JW /^-N-^?^ 
5/) A*WJJl/75/) 7i-JW -2H-7^7^>-l-t>. 

(87) 4- (3- (5- (N- t -7*?;U-N-/^;U75 7) rtWJ*7 
15 5/) 7xXJW -2H-7^7^>-l-t>. 

(88) 4- (3- (5- (N--f V7>;U-N->l^75y) /XUUJU7 
5/) 7irW -2H-7^7y>-l-t>. 

(89) 4- (3- (4-HEJM?y/7>»J*73/) 7xX;|,) -2H-7 
9? : J>- 1 

20 (90) 4- (3- (5- (N-X^-N-^^T^/) A*WJJI/7S/) 
7xXJW -2H-7^7^>-l-t>. 

(91) 4- (3- (5- (f*7x>-2-' f;u/^7sy) A*U>j;P7 

5/0 7xX;U) -2H-7^7V>- 1 -*>. 

(92) 4- (3- (5- (N-^^P-N— rV7*Ofcf;i/75y) AWJJl/ 
25 75/) 7i-W -2H-7^7^>-l-t>. 

(93) 4- (3- (5- (fh7k Ho77>-2- fJM?;i>75/> A* 
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W))VT^J) -2H-7^7-/>- 1 

(94) 4- (3- (5 - t -7^)1,7 5. /rt]/V)l7$y) 7xZJ« -2 

(95) 4- (3- (5-s ec-T^KTS/nnU^S/) 7x"W 
5 -2H-7^5x>-l-t>. 

(96) 4- (3- (5-x^;PT^ynuu;i/75y) -4-^na7ir 

;u) -2H-7^7->*>- i-*>, 

(97) 4- (3 - (5 -^;i/7^ yAuu;i/7^y) - A-^uu-y x.~ 

10 (98) 4- (3- (S-^WJ/ZtHJAJS/) -4-^nP7x-;U) 
- 2H-7^5> ? >- 1 -*>. 

(99) 4- (3- (S-^t^UZ/tl/UJUTSy) 7xXJU) -2H 

(100) 4- (3- (5- U-*9-fr\ZUV>-l-4M nWMTS. 
15 /) 7x-;W -2H-75'7->'>- 1 

doi) 4- (3- (s-^^rsy/xuu^Tay) -4-7^7 

- £-;W -2H-7^93?>-l-*>, 
(102) 4- (3- (5- (N-^P-N-^nt^TS/) /tU>J/l<75 
7) -4-7nD7i^) -2H-7^7^>-l-t>. 
20 (103) 4- (3- (5 --rV:7*^7^/A'UU;U7^/) 7x^JW -2 

(104) 4- (3- (5- (K^U3?>-1— f;W /XUU^TS/) 7x- 
;i/) -2H-7^7y>-l-t>. 

(105) 4- (3- (5- (/t-fc Ka7"tfK>-l— (M A*WJ)P75/) 
25. 7x-;W -2H-7^7y>-l-t>. 

(106) 4- (3- (5- (N-X^;i/-N-2-^h+->X^;i/75y) A* 
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(107) 4- (3- (S-*;U*U//tHJ^75y) -4-7W07iZ 
M -2H-7^7y>-l-*>. 

(108) 4- (3- (5- (1. 2, 5. 6-xh7tHohr«JS;>-l— T 
5 )V) /tUU;U7Sy) 7i-W -2H-7^7S?>-1-*X 

(109) 4- (3- (5- <KnUS?>-l— r*) AUU;P75/) -4- 
i7DD7xrjW -2H-7?7^>-l-*>. 

(110) 4- (3- (5- ((2S) -2-^h*'>^^;H^OiJv>- 4 - 
-f;i0 A*W£jl<75/) 7x-;i/) -2H-7^7i?>-l-t>. 

10 (111) 4- (3- (5- (1. 2. 3-HJ7»/-*-l— fJW ttl^UJU 
75 y) 7iXjW -2H-7^7V>-l-t>, 

(112) 4- (3- (5- (N-2-^H*->X^;U-N-^5 i ;P75/) A 
WJ;U7^y) -4-^PP7x-JW -2H-7^7^>-l-tX 

(113) 4- (3- (5- (-rS^/-JP-l-'f;U) A*U'j;i/7S/) 7i 
15 -JU) -2H-7*7v ? >-l-:*>. 

(114) 4- (3- (5- (3-*h*5'fcrciUS»-l— |\>W AUUJP7 
57) 7i-;W -2H-7^7y>-l-tX 

(115) 4- (3- (5- (3-*h*->t?^u-;?>-i— r;w nw))V7 

5;) 7x-;W -2H-7^7y>- 1 
20 (116) 4- (3- (5- ((2R) 2 h^^^Ufa U V>- 1 --f 

;w /xnj;u7sy) 7i-;w -2H-7^7v>- i 

(117) 4- (3- (5- (4-^^->^'Jy>-l-rJ» A*WJ;P7 
5/) 7i-JW -2H-7^7y>- 1 

(118) 4- (3- (5— f V:/^73/;tHJ;U75/) -4-^DD7 
25 x-;W -2H-7^7y>-l-tX 

(119) 4- (3- (5- (epus?>-i— r;w nwj;w7sy) -4- 



291 



WO 00/44726 



PCT/JPOO/00319 



7JWD7zr;W -2H-7*72»-l-*>, 

(120) 4- (3- (6-Wm/^*1}'S'()l7$;) 7ir;W -2H 
-7^7y>- 1 

(121) 4- (3- (5- C^-tFP7-tfK>-l— r;w nwj;P7s/) 
5 -4-^no7i-;W -2H-7^7v>-l-t>, 

(122) 4- (3- (5- (2-tHo+^x5 1 ;P75y) /^y;i>7S y ) 
7zZJW -2H-7^7'7>-l-tX 

(123) 4- (3- (5- (3-^h+->tr^U>'>-l—r;i/) AU'J^T 
57) -4%.DD7irjW -2H-7^7y>-l-t>, 

10 (124) 4- (3- (5- ((3R) - 3 h*->fcf^'J ->*>- 1 — fM 
AH);i/73/) 7i-JH -2H-7*7$?>-l-:*>. 

(125) 4- (3- (5- ((3S) -Z-*h*r>/\Z^) i J>-\-'()V) 
Kl>V)V7S.S) 7x-;W -2H-7^7> ? >-l-^>, 

(126) 4- (3- (5- O-^h+S'lf^U^-l— fJW rtV*))V7 
15 . 3>0 -4-7JI/*D7x-JW -2H-7*5^>-l-3t->. 

(127) 4- (3- (5- (3->»h*^^KAUS?>-l7-f;W nu 
U;P75/) 7x=;W -2H-7^7->*>- 1 

(128) 4- (3- (4-^*7\>P75y7>U;U75/) -4-£DD7x 
-2H-7^7J?>-l-*>, 

20 (129) 4- (3- U- i J^)V7^J-f^))V7S.J) 7iZJW -2H 

(130) 4- (4 -S?*^75/- 3- (5 - v^^73 //tWJ JP75 
/) 7x-JU) -2H-7^5i?>-l-^>. 

(131) 4- (3- (S- ! J* : ?)V7^/nW))l7S.J) -4-^DD7x 
25 — )V) -2H-7^7S?>-l-^-X 

(132) 4- (3- (3-^;p*'jy7*ofcr;i/^;^-;P73y) 7x-;io 
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- 2 H- 7* 7i?>- 1 

(133) 4- (3- (4-t;u*uyy5 t ;^^*-;u75y) 7i-jw - 

2H-7^7->*>-l-t>. 

(134) 4- (3- (5— t;M*yy-2, 2-5>*^/tHJ;P75/> 7 
5 i-JW -2H-7^7X>- 1 

(135) 4- (3- u-s^^UTS/y^juMtrATS/) 7xxj» 

- 2H-7 9 v i?>-l-*>. 

(136) 4- (3- (4-^;u*uy^5 1 J^;i/*-;P7 = /) -4-7^* 

□ 7xX;W7^2H-7*7>?>- 1 -3f->, 
10 (137) 4- (3- (4 3 - / h*y^'J y>- l -^f 7*f MJl. 
#-;P75/) 7xXJ» -2H-7^7y>-l-t>. 

(138) 4- (3- (5- (N-t-yh^->7j;u^-;p-N-x^7sy) 

AWU;l/7S/) 7i-W -2H-7^7y>-l-tX 

(139) 4- (3- (5- <N- t-yh*'>*;P#-;l/-N-'7*ntf^75 

15 /) /tnwjsy) 7x-;w -2H-7*7~?>- 1-*>; 

(140) 4- (3- (5- (N-- fyyp^-N- t-7*h+->*;p#-;p 

75>0 AUij;i/75/) 7x-;P) -2H-7^7v>-l-t>, 

(141) 4- (3- (7- t-7'h+->7j;l'Ji?-;P75>"\7*^/-fJl/75y) 
7i-M -2H-7^7V>- 1 -:*>, 

20 (142) 4- (3- (2- (2- t-yh^TJ^-^S/X^**^) 
7^)VT%J) 7x-;W -2H-7^7'/>-l-tX 

(143) 4- (3- (5- (N-7>;U-N- t -7>*->7j;M?x;i/7S /) 
/tUU;i/75/) 7ir;H -2H-7^7v ? >-l-*>. 

(144) 4- (3- (S-t-7b*i'1l)l#=.)V7$.yrtl' , ))V7S.;) - 
25 4-^7*ntf;P75y7xx;W -2H-7^7>?>-l-^-X 

(145) 4- (3- (6- (N-^^U-N- t -7>*«>7j;U#x;U7S /) 



293 



WO 00/44726 



PCT/JPOO/00319 



sS*-*)-/^ )lT5.y) 7x.~)l) -2H-7^7V>- 1 

(146) 4- (3- ((3E) -S-t-7h*i'*)l'#=.)l>7*S'<>TS 
-f JU75/) 7i-;W -2H-7^7y>- 1 

(147) 4- (3- (4-7^v/7x-;b^;u^-;U7^ 7) 7i-;W - 
5 2H-7^r^>-l-tX 

(148) 4- (3- (2- (2-i?^5 1 ;P75/X5 1 ;U5 1 ^-) 7*^7$/) 

(149) 4- (3- {A-ft)Vn^)Vf^))VT^J) 7*-)l) -2%- 

10 (150) 4- (3- (4- (N- t-yh+'>*;UzKr)P-N-^^75/) 
7>'j;!/75/) 7I-JW -2H-7*7$»-l-*X 

(151) 4- (3- ((2E) - 5- t -^"h+i>*;U#-;U75/-2-^ 
>5 t y<;l'75/) 7irjH -2H-7^7y>-l-tX 

(152) 4- (3- (3- (t-yh^^*;^-;P75/) t*p tr*-;^ 

15 5/) 7x-Jl/) -2H-7^7y>- 1 

(153) 4- (3- (h7>X-2-^>>';^^->*;i/Jj?r:;i/7S/^5 1 ;U 

^^oyntr;u*ji/#^75y) 7i-jw -2H-7^7->*>- i 
X 

(154) 4- (3- (2- (2 /XS'JW) 7*^75/) 7 
20 x~;U) -2H-7^7> f >-l-^X 

(155) 4- (3- (2- 7*^73/) 
7irjW -2H-7*7>»-l-*X 

(156) 4- (3- (2- -2-^^JUyntf 
*-)V75. /) 7x-;U) -2H-7^7v>-l-t>. 

25 (157) 4- (3- ih7>*-2-TS.; *?)Vz/>7U7u\Z)ltl)\,iS-)\, 
75/) 7x-;W -2H-7^7-7>-l 
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(158) 4- (3- (5- (2-*h*'>X^;P7S/) AHJJP73/) 7 

-2H-7*5v>- l-*>. 

(159) 4- (3- (5- (N-2-*H**>Xt\J|/-N-;*7\>P7*/) /t 
WJ;P7S/) 7xXJP) -2H-7*75»-l-*>. 

5 (160) 4- (3- (5- (N-2-t Ho+^X^-N-Z^JPTSy) 

(161) 4- (3- (5- t-7>*->#;p#x;P7s/A*uy;w7S/) - 

4-^DD7ir;W -2H-7*7v?>-l-*>, - t 

(162) 4-13- (N— (5- t -ZfV^tS)^=.)W^jn^))W- 
10 N-*^7S/) 7x-;W -2H-7*7>?>-l-*>, 

(163) 4- (3- (5- (2. 3-fcTX ( t -7>**>#;!/#x;U) ^7- 

; j j) nw))\,7*n 7i-;w -2H-7^7->*>- 1 

(164) 4- (3- <5-XtMU7S/A^iJ;P7S/) 7i-JW -2H- 
7*7$?>-l-*>\ 

15 (165) 4- (3- (5-7 , Dt:;P75/AUU^75/) 7xXJW -2H 

(166) 4- (3- (S-4V?U\Z)\,7S.;rtV*))V75.J) 7i-iW - 
2H-7^7?>-l-tX 

(167) 4- (3- (7-7= y\7*^y-r;U7^ 7) 7irf) -2H-7 
20 ^7>?>-l-^->, 

(168) 4- (3- (2- (2-75/X5 1 J^+'» 7-fc^7S/) 7i 
x;l/) -2H-7^7i?>-l-*>. 

(169) 4- (3- (5-7*^75/;t^ij;i/75/) 7xX;P) -2H- 
7*7v*>-l-*X 

25 (170) 4- (3- (5-7^y/\*UU;i/75y) - A-*?7u\Z)\,75. 
x.-M -2H-7^7->*>-l-t>. 
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(171) 4- (3- (6 - *?-)V7 4 jvtss) 7x-jw -2 

H-7*7$»-l-*>. 

(172) 4- (3- ((3 E) -5-7=y-3-Of/'f^7$;) 7i 
-;W -2H-7^7>?>-l-tX 

5 (173) 4- (3- (4-^^;P75y^'j;U75/) 7x~JU) -2H- 

(174) 4- (3- ((2E) -5-75y-2-^>xy-f;P75/) 7i 
-2H-7^7^>-l-tX t 

(175) 4-13- (5 -7^y/N*b-'J^7^y) -4-^DD7irJW"- 
10 2H-7^7i?>-l-t>. 

(176) 4- (3- (N-5-75yAU'j;P-N-^^7S/) 7irjP) 

- 2H-7*75»- 1 

(177) 4- (3- (5-^7-$V/tWj;P7S/) 7x-;W -2H-7 

15 (178) 4- .(3- (3- -(2-*;U*yyx^;M -2-?**l/-f F) 7 
irM -2H-7*7S?>-1-*X 

(179) 4- (3- (3- <3-*;M«y./7*Pl£/M 7i-W 

- 2H-7^7>?>- 1 

(180) 4- (3- (3- (3-*;M«y/7nKJW 
20 7x-JI/) -2H-7^7^>-l-t>, 

(181) 4- (3- (Z-W-fcVSX^frtti/lJfrX-JlTS.;) 7x~ 
;P) -2H-75'7y>-l 

(182) 4- (3- (2- (2- (tf*y5»-i— CM X^**5^) 7 
-fc^W 75/7X-JW -2H-75 , 7->*>-l 

25 (183) 4- (3- (5- (4-/ M^K*U V>- 1 -- f JW nWi)V7 
5/-4-^DD7x-;U) -2H-7^7y>- 1 
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(184) 4- (3- (5- (4-* h*5/K"<U5»-l— f;M AUU;P7 
5 8. 

(1) 4- (3- (5-7uWW)frTS.S) 7x-;W -2H-7^7i? 

(2) 4- (3 - <5-7*n*/U'U;i'75y> -4-*PP7x^JU) ^2 

K-y^^&y- 1 

10 (3) 4- (3 - (5-->^0^->;i/75/A*^U;P7=y) -4-^PP 
7x-;W -2H-7^7^>-l^*X 

(4) 4- (3- (S-^P/O^JI^S/AWJ^S/) 7i^) - 

(5) 4- (3- (5-^OA+->;P7S/A'UU;i/7$/) 7i=;W - 
15 2H-7W>-l-tX 

(6) 4- (3- (5- <N-*^-N-2--7*nfc:-;U7$/) A*WJ;W 
75/) 7irjW -2H-7^7y>-l-t>. 

(7) 4- (3.- (5- (2, 2. 2-MJ7JM-OX^7S/) AI^'JJP 
7^7) 7x-jU) -2H-75'7y>-l-t>, 

20 (8) 4- (3- (5-->^D7*ntr;U7S/AUU;l/75y) 7x-;W - 
2H-7^7V>- 1 

(9) 4- (3- (5- (^PA^^M^^Sy) A*U'j;P7S/) 7 
i-JP) -2H-7^7y>-l-*>. 

(10) 4- (3- (5- (N. N-fcf3. (2-*b*i/X?M 75/) A 
25 WJJl/75/) 7x-JW -2H-7^7y>-l 

(11) 4- (3- (5-^^>^;P75/A'UU;U75/) 7x~JU) - 
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2H-7^7>?>-l-*>. 

(12) 4- (3- (5- (2-zfnx-)i7s./) nuu;u75/) 7x~ 

;W -2H-7*7'?>-l-*X 

(13) 4- (3- (5—>^Pynif;M^7S/A^U;i/7Sy) 7i 
5 -;U) -2H-:7*?5»-l-*>. 

(14) 4- (3- (S-j/^P^T^M^I^SyAWJ^S/) 7i 
-M -2H-7^7i?>-l-t>, 

(15) 4- C3- (S-i/^ny^TS/AUU^TSy) 7iZJ^ - 
2H-7*§->?>-l-*X 

10 (16) 4- (3- (5- (2-7;M-DX?-;P75>0 /tWJ;P75>) 7 
x-;W -2H-7^7i?>-l-^X 

(17) 4- (3- (5- (2-^^-2 -7n^^;U75y) AWJ;P7 
S.S) 7i-;W -2H-7^7i?>-l-t>. 

(18) 4- (3- (5- (2- (l-^irPA*t>-l— f;W X^7 

15 sy) a*wj;w75/) 7x-;w -2H-7^7> ? >-i-^x 

(19) 4- (3- (5- (1. 2-9*W7u\£)V7SS) KW))V75. 
/) 7x-;W -2H-7*7*7>-l-*>, 

(20) 4- (.3- (s-^pypfc^s/Auu^sy) 

D7i-;W -2H-7^7^>-l-*X 
20 (21) 4- (3- (5- (2-7;M-OX5^75/) AULUl^Sy) - 
4-*PP7xx;W -2H-7^75?>-l-tX 

(22) 4- (3- (5- (2-*7\>I/-2-7*0"<x;P7S/) AWJJl/7 
57) -4-^PD7xX;W -2H-7^7v>-l-t>, 

(23) 4- (3- (5- (2-7"P^x;i/75y) AHUl^S^) 7xX 
25 JW -2H-7*5> J >- l-*>. 

(24) 4- (3- (5- (2-7nt;r:^75y) AU'j;i/7Sy) -4- 
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(25) 4- (3- (5- (2-^D^-;|/^2/75/) AHUP75vO 
7x=JW -2H-7*7>?>-l-*>, 

(26) 4- (3- (S-S/^n^T^TSy/tHJ^S/) 7xXJU) 
5 -2H-7*?5»-l-*>, 

(27) 4- (3- (5- (2-^7/X^;P75/) AWJ^S /) 7i 
rUW.-2H-7*?3»-l-*>. 

(28) 4- C3- (5-->^p^;i/7synuu;u7s/) -4-*-no 

e V 

7i-iW . t:2H-7^5S?>-1-*>. 

io (29) 4- (3- (5- (2, 6-> ? ^5 L ;p ; &;^u>-4-'r;i/) nm 

(30) 4- (3- (5- (2-^)V-4-^9-)V^S.^/-)V-l--()V) 
nUVJlTS./) 7x-JW -2H-7*7S?>-l-*>. 

(31) 4- (3- (5-v'^0^>5 L ^75yA*UU^75/) -4-^P 
15 D7irjW -2H-7^7y>-l 

(32) 4- (3- (5- (2-pc^;p^x5 1 ;u7s/) /f !✓ u s / > 

7-x-;P) -2H-7*7S?>-l-*>» 

(33) 4- (3- (5- (N-*7^-N-2-7Dk!r:;l>7S/) /tl/U 
;i/75/) -4-7Dn7x~W -2H-7^7y>- 1 

20 (34) 4- (3- (5- (l-^h^Wi'n^WS/) 
U;P75/) : 7x-;W -2H-7*9S»-l-*>. 

(35) 4- (3- (5- (xh7kh*Ofcf7>-4-<J!/75/) /tUU/P 
75/) 7xXJP) -2H-7^7-/>-l-tX 

(36) 4- (3- (5- (2-^h+->">^a'\*'>;|/75/) KW))V7 
25 3/) 7I-JW -2H-7*7$»-l-*X 

(37) 4- (3- (5- ((IS, 2S) -2-^h+y^D^>WS 
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(38) 4- (3- (5- (2-7u^-)\,75./) KWfrT^S) -4- 
9UU7x.-)V) -2H-7^7^>-l-t>. 

(39) 4- (3- (5- (2-7^nxfJP7S>') /1HIJP7S/) - 
5 4-7;^D7x-;W -2H-7*?v>>-l-;j->, 

(40) 4- (3- (5- (xh7kKnhf7>-4-'f;i/7S/) AHUP 
75/) -4-^PD7x-;|/) -2H-7^7V>- 1 

(41) 4- (3- (5- o-^ji^^ts/) /tUU;l/75/) ?x 

-;W -2fi;^7*7v?>-l-:*X 
10 (42) 4- (3- (5- (N-/f^-N-fh7tKntf7>-4-^Jl') 

75/;tuu;u75/) 7i-;n -2H-7^7y>- 1 

(43) 4- (3- (5- <K*U5*>— 4— \-4M AU'j;!^7S 
y) 7i-^) -2H-7^r7>-l-tX 

(44) 4- (3- (5- ((3R) -fh7tHD77>-3-W5>') 
15 nUU;P75/) 7I-JW -2H-7^7y>-l 

(45) 4- (3- (5- ((3S) -fh7tHD77>-3-'fJl/75/) 
7tUU;P75/) 7ir;W -2H-7^5i?>-l-*>, 

(46) 4- C3- (4-->7/^ , 7 c U;P75/) -4-^^7$/7i 
-2H-7^7i?>-l-^->. 

20 (47) 4- (3- (4-->7/^7 C| J;P75y) 7irjW -2H~7^7 
V>- 1 

(48) 4- (3- (5- (N-3-*3 L ;U-2-7x^;l'-N- t -7*h* 

i/*;i/jj?-;i/75/) nwj;W7$/) 7irjW -2H-7^7-/>- 1 

25 (49) 4- (3- (5- (N- 2 -^-^-N- t -7*h*->*;l/sJ?-;|/ 

7$.;) nm;w73/) 7iz;w -2H-7^7v>-i-*x 
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(50) 4- (3- (5 - (N-^>yM=t ; '>M^-N-77>-3 

r;u7^ y) nuu^sy) 7x-jh -2H-7*7^>-i-;f>, 

(51) 4- (3- (5- (xh^t Kd77>-3 --C;U7= y) n\,V)V 
75/) 7i-JW -2H-73'7y>-l-t>. 

5 (52) 4- (3- (5- (1. 3-S?*+V-f y-f>HU>-2— f;W /I 
W'J;P75/) -4-^OQ7iZJW -2H-7^7y>-l-tX 

(53) 4- (3- (5- (3-*?*- 2 -7^=^75/) /tHJ^73 
y) 7I-JW -2H-7^7i?>-l-t>*&» x 

(54) 4- l;?.^ (5- (2 -zf?-)V7$.;) nv*))i7$.;) 7x-;U) 

10 -2H-7*7v>>-1-*> 

9. ti^fttf, 

(1) 4- (3- (5-z?*m7S.SrtWJ)V7S.S) -4-^h+y7i 
15 -JW -2H-7^7S?>-1-*X 

(2) 4- (3- (5-S?>l^75y;tHJ^75y) -4-kFQ*->7 
x-;P) -2H-7^7?>-l-t>, 

(3) 4- (3- (S-y/^TS/nHJ^TS/) -4-*t^7x- 
;W -2H-7i'7i?>-l-tX 

20 (4) 4- (3- (S-WXV/KUVJVTS./) -4-^?JP7i-JW 
-2H-7^7^>-l-t>, 

(5) 4- (3- (5- {Z-*Y**sW)V>-\-4 M AWJ;W75 
-4->fJl/7irjW -2H-75'7y>- 1 

(6) 4- (3- (4- ; t;w*'jyy5 1 ;i'X;w*-;i/75/) -4-*h*-> 

25 7I-JW -2H-7^7V>- 1 

(7) 4- (3- (4- ; E;i/^uy^;i/x;i/*^;W75y) -A-^)Vy 
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(8) 4- (3- (5- u-*h*wv)&>-i-<fM nw)i7- 
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